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AFTERNOON SESSI ON
PUBL1 C COMVENT

PROFESSOR CHARO | would |like to introduce
nyself. |1 am A ta Charo.

Wiile we get Trish Backlar and Rhetaugh Dunas
reconnected, and while the remai ni ng Comm ssi oners get
back fromlunch, let nme just note that there were no
peopl e who appeared to testify during the public
comment session but let nme just check again if there
was anybody that did want to testify during the public
comrent peri od.

If there had been, this would be a great tine
to identify yourself.

Geat. GCkay. |If you would please cone
forward to one of the m crophones, sir.

PROFESSOR CAPRON. He is for the next panel.

PROFESSOR CHARO. He is -- that is Dr. Kahn,
who is going to be speaking on our next panel. So,
pl ease, if you would cone forward to a m crophone, give
us your nane, and if you have an affiliation, give us
your affiliation as well for the transcript, please.

And if | can just rem nd you, although there
Is not a crush here, the usual rule is that we ask
people to limt their remarks to five mnutes and we

ask you to present anything you like in witing at any
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| engt h.

DR WEINBERG | cane here as a spectator and
a person with many years of experience as a chairmn of
an institutional review board for a nmajor hospital in
Sout hern California.

My nane is Dr. Weinberg and | cane as a
Chai rman of the d endal e Adventi st Medical Center.

The thing -- | was very inpressed with the
del i berations today and | did not know what to expect
and it was a very inpressive denonstration.

The thing that disturbed ne, though, with
apol ogies to you, and the comment that this gentleman
made is that | find it difficult to tie bionmedical
ethics to wonen's liberation. | think it conplicates
it unduly. |If you are going to tie -- and | amfor
wonen's liberation. Ask ny wife.

But there are places in the world with --
where regardl ess of how you personally feel about it
and regardl ess of how the educated el enent in that
soci ety presents their stance, wonen are chattel
Thei r husband effectively owns them |In those areas
often the nedi cal and biol ogical problens are nost
apparent and certainly deserve to be an area of
research and to be an area which is gender-free

resear ch
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However, | do not feel that the research
organi zations should be required to predicate their
entry into that area with a phil osophical idea of a
respect for person. Respect for person has nmany
nmeani ngs.

| could not be nore against the idea of an
Institution or an organi zation or a drug firm going
into an area and approaching the owner of the | adies,
and many tinmes it is plural, and telling himthat if he
supplies the subjects he will be rewarded for them
That to ne is a formof soliciting prostitution.

On the other hand, with respect for their
situation, it seens only appropriate that the husband
or the spouse or the village el der, whoever it is, be
I ncluded into the decision making. They shoul d be
i nformed but they should be prom sed nothing. In other
words, the restriction on research in that area rather
t han gender associ ated should be spelled out so that no
-- there would be no reason for themto accept or
proffer their chattel for renuneration. That should be
spell ed out. Conpani es should not go in there and say
to the husband or the head man | will pay you so nmuch
I f you deliver your wives. That would be wong and |
think that is nore inportant a consideration than

forwardi ng the cause of wonen's lib. It rem nds ne of
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arider on atax bill that has nothing to do with
t axes.
Thank you for your tine.
PROFESSOR CHARO  Thank you.
Are there any people -- before you | eave, Dr.
Wi nberg, any nenbers of the Comm ssion who would |ike
to direct comments to Dr. Wi nberg?
Ckay. Thank you very nmuch. W appreciate it.
DR VEEI NBERG Thank you.
ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH
CHAPTER 2 - | NFCRVED CONSENT (continued)
PROFESSOR CHARO  Next -- although it is not

on the schedule, we are going to return briefly to
Chapter 2 fromthe International Report. Dr. Capron --
Prof essor Capron will continue the discussion on that
before we then nove on to the schedul ed business for

t he afternoon.

PROFESSOR CAPRON:.  Just so that we can provide
staff with a further input, I wanted to see whether the
sense that Recommendations 9 and 10, whi ch suggest
first that it would be useful to consult with community
representatives for learning creative and innovative
ways to commruni cate necessary information and then,
second, Nunber 10, that researchers should devi se neans

to ensure that participants do, in fact, understand the
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information, that those are unexceptionable from our
viewpoi nt. They are ways of el aborating on the
requi renent of getting informed consent.

Does anybody have any anendnents or
di sagreenents with those reconmendati ons?

Al'l right.

Recommendation 11 is the one --

(Technical difficulties.)

PROFESSOR CAPRON.  Eric said that having had a
conversation he would fill us in on what that comment
nmeans.

DR MESLIN  Just very briefly, the -- | do
not have ny text in front of me or even ny notes to --
sonmeone has 11 -- do you have a -- yes.

The phrase "researchers shoul d devel op and
I npl ement a process of community education and
consultation to take place before, during and after the
research" struck Harold as potentially being a very
| arge obligation, the scope of which was undefined. So
hi s question was one of scope rather than of substance.

What woul d that involve? How long would it
occur and the Iike?

Now, of course, in Ruth's absence, she cannot
speak to this directly but others --

PROFESSOR CAPRON:  No, but she said she was
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going to listen to the tape or the transcript.

Steve?

MR HOLTZMAN: | had a very simlar concern
because | found nyself witing "researchers should, if

necessary and useful, to engender," and then |I found
nyself with a bl ank.
And then, of course, if we fill that in

appropriately, we will be fine and we will all agree

withit.

(Laughter.)

PROFESSOR CAPRON. So where do you want to go
with that observation? Do we want -- is it a matter of
refining it nore as to a process -- such process as is

necessary to enabl e potential subjects to nmake choi ces
or is that too broad? O is that at |east sone of a
restriction froma general |anguage about education and
consultation? |Is this an inportant point or is this
just sort of a commentary on another point?

Bill?

MR ODAKER | did not -- if this is additive
to the consultation that has to be done with the
subj ects thenselves then | amnot sure we really need
it. It seens to ne that there is an ethical
responsibility to consult with the subjects and to

expl ain during, before and after certain things to
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t hem

| do not know what in addition one would be
telling the community | eaders other than what one woul d
be telling the subjects thensel ves.

And so, you know, if that is what we are doing
and we are saying this is additive and you have to tell
the community | eaders what you are telling the
subj ects, then ny question would be, you know, as to
the rights of privacy and in sone areas as to the
subj ects, and how far we want to go with that.

And so that is why | was a little perplexed by

PROFESSOR CAPRON:  Yes, | did not understand
this to be comunity | eaders but the community from
whom subj ects would be drawn is | think the idea.

MR OLDAKER And | amnot sure who that is if
it is not the cormunity leader. Nowif it was the
health mnister, | can understand us saying that you
had to consult --

PROFESSOR CAPRON: Oh, | see. It is the word
"consul tation."

MR OLDAKER R ght.

PROFESSOR CAPRON:  Yes.

MR OLDAKER  Exactly.

PROFESSOR CAPRON:  Ckay. So education and
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consultation. Maybe if we were speaking here of
education, that is to say before you start recruiting
people in the coomunity you do sonme education about the
research process, that there is sone group that has
conme into the commnity, that has nmet with the
community | eaders, they will be through clinics or

ot herwi se | ooking for subjects. This is what the
research is about. This is the process of asking for
consent that will be gone through and so forth. |
mean, just -- in other words, | think that is probably
what is in mnd. Wether it is a good idea or not or
shoul d be a requirenent or should sinply be an exanple
to foll ow on Recommendation 7 that out of that process
of getting conmunity |eaders' consent you m ght then
have a community educati on program

W have exanples in the testinony we heard of
peopl e doi ng exactly this but whether that is a
requi renent or sinply an illustration of a good way of
goi ng about things --

MR OLDAKER. And | understand prior to. | am
not sure what you woul d be doing during and what the
responsibilities would be afterwards if we do not spell
themout in sone way because | amnot -- in a |lot of
the tests -- a lot of the trials there will not be any

information to comuni cate afterwards, | would think
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PROFESSOR CAPRON.  (Ckay. Those of you who
have not spoken, the sense conveyed by both Bill and
Harold is that this is too vague a requirenent, that if
-- the should is a strong one. It is too onerous and
if the should is a very weak one it does not anount to
much. |s that a fair statenent?

MR, OLDAKER. MM hum

PROFESSOR CAPRON: Where do ot her people cone

out on this |last recommendati on? Jin?

DR CH LDRESS: | would be in favor of
deleting it.
M5. KRAMER | woul d, too.

PROFESSOR CAPRON. Bette says she woul d too.
Arturo says he would. David?

DR COX: The sane.

PROFESSOR CAPRON:  The sane. Yes?

MR HOLTZMAN. The question is --

PROFESSOR CAPRON: St even?

MR HOLTZMAN. The question is that if you
| ook at Recommendation 9 where we have the consultation
with the conmmunity | eaders, | suppose 11 adds sonet hing
in addition in the second sentence certainly that woul d
say that you should outline in your protocol to the IRB
what your process is going to be.

So maybe there is a way of tying those two
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t oget her because it is not clear to nme that 9 in sone
respects is any less vague. O if we think it is |less
vague when it says "necessary information" that may be
t he handl ed for the education and consul tation.

PROFESSOR CAPRON:  Well, with that
recommendati on then perhaps we can put this to bed. As
| understand it then, probably as to 9 and 10 the
notion that the protocol that is approved by an I RB
shoul d i nclude information about how these steps are
going to be carried out. And as to 9, recognition that
in consulting with community representatives you may be
abl e to get advice about how to carry out individual
education as part of the consent process and there nay
be al so sone advi ce about neans of collective education
and the idea woul d be, depending on the circunstances
of the particular research and the particular community
and so forth, different m xtures of those may turn out
to be appropriate in different circunstances.

And we would fold in any thought of community
education as an illustration or as a point to be
considered in the explanatory material that foll ows the
reconmmendat i on.

PROFESSOR BACKLAR: Al ex?

PROFESSOR CAPRON:  Yes. (o ahead. |Is that
Trish?
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PROFESSOR BACKLAR: It is Trish.

PROFESSOR CAPRON:  Yes, go ahead, Trish.

PROFESSOR BACKLAR:  And | was thinking there
was somewhere sone explanatory material and | do not
know if it was in this chapter. W had a researcher
who cane who tal ked about precisely doing this over a
sonme kind of radio programand so on and so forth.

PROFESSOR CAPRON:  Yes.

PROFESSOR BACKLAR:  Ruth -- is Ruth still
t her e?

PROFESSOR CAPRON:  Ruth is not there but |
think it was the man fromHaiti.

PROFESSOR CHARO.  Jean Paul .

PROFESSOR BACKLAR: It was not just in Haiti.
There was sonebody el se who -- from anot her place,
whose nane | do not recollect. And which they did a
consi derabl e anount of education through whatever nedi a
was avai l abl e.

PROFESSOR CAPRON: Ckay. W will rem nd Ruth
of that as material. This recommendati on woul d
probably spring froma discussion of that materi al .

PROFESSOR BACKLAR:  Correct.

PROFESSOR CAPRON:  Yes, Bernie?

DR LO | knowthere is pressure to nove on,

| just wanted to say two quick things. First, around
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lunch Alice, Ruth and | tried to draft sone alternative
| anguage for the discussion we had this norning and
maybe | can give that to one of the staff and see if we
can get it typed up into sonething that is |egible.

Secondly, | think we are m ssing sone
recommendati ons here on first the therapeutic
m sconception and, secondly, the need for NNH to
sponsor research on how to do inforned consent in
different cultural contexts and to have sone form by
whi ch researchers can sort of share best practices.

| wote sone specific |anguage. | actually
gave it to Ruth and Alice who are not here but nmaybe we
could -- | could bring it in tonorrow and we coul d
xerox it and look at it or e-mail or sonething. | know
we cannot do it today but those are just two things to
sort of mark on the agenda for nore di scussion.

PROFESSOR CAPRON: Al ta?

PROFESSOR CHARO  Just a friendly anendnent, |
hope, Berni e, because ny understanding is that NNH in
the last few years has, in fact, put out requests for
proposal s for a nunber of studies on the inforned
consent process, including a variety of cultura
settings so that | think to first | ook at what has
already cone in and what is in the works first before a

reconmmendation that formally calls for further study



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

235

m ght be a wise thing to do and then revisit it.

PROFESSOR CAPRON: | also want to put on the
record sonething that | hope we will be seeing tonorrow
or subsequently fromRuth and Alice as a result of a
hel pful intervention by Jim Childress suggesting that
there is a mddle way between the alternative (a) and
the alternative (c), which uses the notion of
presunptions that people will be independently
approached but recogni zing that there nmay be
ci rcunstances where that presunption m ght be overcone
and | suppose the kinds of circunstances may relate to
whet her or not if the research is not done there it
will be inpossible to do it anywhere woul d be an
exanpl e of the kind of justification that would have to
be spelled out and further considered by the |IRB.

So we will see what they cone up with there
but | think he suggests that one of the reasons he did
not vote on the alternatives we had before us was that
he felt there was a need for yet a fourth alternative
sonewhere in there

So | think what we -- all | was trying to do -
- and | realize | was pressing people to vote on
sonet hi ng where they thought that the vote did not
fully summarize all the discussion -- was that there

have been a nunmber of tines when we have | ooked at
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somet hing that came out of a previous neeting and there
have been cries of distress.

And | think if we trace it back to the
previous neeting, at least in sone of those cases, it
was because a nunber of people were maki ng points which
really were not conpatible with each other and it was
hard for the staff to know where the Conm ssion as a
whol e on bal ance woul d cone out.

And clearly the discussion on this issue of
husbands and wives this norning left us wwth a | ot of
conflicting ideas but al so sone substantial division
and we will have to see howthat is spelled out with
the recognition that it may be a circunstance in which
we have sone separate or mnority statenents on a
parti cul ar concl usi on.

And with that | turn it back over to Alta for
t he afternoon di scussion.

Thank you.

ETH CAL AND PQLICY | SSUES | N THE

OVERS| GHT OF HUVAN SUBJECTS RESEARCH
PROFESSOR CHARO  Thank you, Al ex.

Ckay. It is now 1:50. W are about 20
m nut es behind schedule. W wll see if we can pick up
any tinme during the afternoon.

| would like to begin with a brief overview of
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work to date by Dr. Marjorie Speers on the Donestic
Human Subj ects Research Oversight Project.
QVERVI EW OF WORK TO DATE

DR SPEERS. Ckay. Thank you.

Over the next three to four nonths we will be
drafting chapters for the Oversight Report. By
Sept enber you should be able to see drafts. At this
neeting and at the July neeting we will continue to
hear testinony and di scuss potential reconmendations.
However, we are noving as quickly as we can to have
witten material for you to review and di scuss. W
realize that it is nuch easier for you to have a
di scussi on about reconmendati ons when you have witten
materials in front of you

Fol |l owi ng the May neeting, we revised the
recomendati ons regarding the definition of human
subj ects research. The draft reconmendati ons were
distributed to you via e-nmail. Based on the coments
we received, we revised the draft recommendations. The
current draft recomendati ons were included in your
materials for this neeting.

Most of the concerns about the definitions
deal with issues that are better addressed, | believe,
by ot her reconmendati ons such as those that are likely

to deal with types of reviews, that is full board
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review, expedited review, exenptions, or waiver of
consent .

These types of issues will be addressed in
upcom ng neetings and what we would like to do is to
revisit the draft research definition recomendations
when you are able to review themin the context of
ot her recommendations related to | RB revi ew

If you have witten comments on the draft
recomrendati ons, please give themto ne. Alta has
given me her comments and if anyone el se has comments
on the draft that was circulated to you, please give ne
t hose coments. Q herwi se, we will cone back for
anot her di scussion on the research definition
recommendations | ater.

This afternoon we will be discussing inforned
consent. Dr. Jeffrey Kahn will nake a presentation
based on what will appear in his paper.

Because this topic is of great interest to
you, we have allowed an hour for discussion today.

This is an opportunity for you to bring up issues that

you would like to bring up around inforned consent and

also to revisit sone of the discussion that we have had
via e-mail regarding infornmed consent.

You may want to have the discussion today wth

a thought of identifying areas where you will wish to



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

239

make reconmmendati ons or even to suggest recommendations
that we will then discuss nore fully at the July
meeti ng.

The second panel is a round table discussion
with representatives fromthe private sector

The Conm ssion, as you know, but | wll say
this for the audience, voted unaninously in 1997 to
adopt a resolution that all persons who participate in
research shoul d have the protections afforded by an I RB
revi ew.

If federal protections were expanded to the
private sector it wold include industries beyond the
phar maceuti cal and bi ot echnol ogy i ndustries.

Today you will be having a discussion with
representatives fromthe auto and food industries.

W will end the day with a di scussion on
alternative nodels to the U S. system Qur planis to
i nk Professor Donald Chalners via the tel ephone from
Mal aysia. If the link fails it is likely that we wl]l
adj ourn early today.

Tomorrow we wWill begin with a presentation on
I ndependent IRBs. This will be an opportunity for you
to ask questions you have about the independent |IRB
system A second panel w Il discuss the purpose of

regul ati ons.
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Alta or I will have nore to say about these
panel s in the norning.

Qur main task tonorrow will be to consider
options for inproving the current regul atory franeworKk.

W will not be dealing with the substance of
regul ation but rather with regulatory structure.

Options were sent to you by Federal Express.
| hope that you will have a chance to revi ew t hem by
tonmorrow so that we are able to conclude the norning
with one or two recomendati ons.

Final |y, when you have rai sed questions with
presenters or even for the staff that have not been
answered during the course of a neeting, we have
followed up to get answers for you to those questions.

And included in the materials that were sent to you
are the responses that we have received to date and we
will continue to do that as we receive responses or
addi ti onal questions are raised.

Yes?

DR BRITO A quick question because there are
so many papers and | amnot sure what | downl oaded and
what | have got here.

The recommendati ons they were tal king about,
initially there were two recommendati ons on one page.

Is that dated May 24th? |s that the | atest version?
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DR MESLIN:  Yes.

DR BRITO Is that correct?

DR SPEERS. Yes. So it is dated May 24th.
DR BRITO Thank you.

PROFESSOR CHARO  Marjorie, two questions by
way of clarification. You said there were options sent
to us by Federal Express. Can you identify what in the
packet is an option that you want us to be -- these
colored charts?

DR SPEERS. Yes.

PROFESSOR CHARO  But when you say "options,"
I amthinking you want us to be voting on sonet hing.
You just want --

DR SPEERS. W are going to --

PROFESSOR CHARO. -- to present --

DR SPEERS. W are going to present those
tonmorrow to you and --

PROFESSOR CHARO:  Thank you.

DR SPEERS. -- | just want you to famliarize
yourself with themso that we could nove to
recommendat i ons.

PROFESSOR CHARO  Gkay. Thank you.

One other remark with regard to the nateri al

The definition of human subject that Marjorie referred

to and for which she requested conments was the single
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sheet all in bold type.

I just want to highlight for people's
attention that it enbodies the |atest thinking on a
di scussi on about the way in which we wll handle third
parti es about whominformati on has been devel oped by
Intervention with a first party. So it is research on
a cadaver that yields information about fam |y nenbers,
which is specifically contenplated in there.

What is not contenplated in there but has been
t he subject of controversy around the country is
I ntervention with an individual, a living individua
that yields information about that |iving individual's
famly nenbers. And that is no |longer present in the
definition so | would urge people to take a | ook
deci de how they want to conme out on each of those
I ssues, if they want themto be the sane, different,
and pl ease send in your coments to Marjorie in witing
so that she can get everybody's feedback.

St eve?

MR HOLTZNMAN: Can we ask questions about
t hi s?

PROFESSOR CHARO:  Sure.

MR, HOLTZNMAN: Not -- just for clarification.

PROFESSOR CHARO  Sure.

MR HOLTZMAN: The last part of the definition
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of human subject, Marjorie, are you sayi ng human
subj ects include living individuals who provi de data
about others where -- and then it goes to the end, real
risk to the individual providing the data? So we are
not trying to say that the people with respect to whom
information is provided are the subject. It is rather
the individual who is providing information about
ot hers wherein that information about others cones back
and affects the first individual.

PROFESSOR CHARO  Ri ght .

DR SPEERS: That is correct.

PROFESSOR CHARO  Any ot her questions before
we nove on to the presentations this afternoon?

Ckay. Wth that | would like to wel cone Dr.
Jeffrey Kahn, who is the Director at the Center for
Bi oethics at the University of Mnnesota. You have an
annot ated outline of his contract paper on infornmed
consent .

Dr. Kahn, thank you very nmuch for com ng.

PANEL | . | NFORVED CONSENT
JEFFREY P, KAHN, Ph.D ., MP H .
DIRECTOR. CENTER FOR Bl OETHI CS,
UN VERSI TY OF M NNESOTA
COVM SSI ONED PAPER. | NFORVED CONSENT
LN THE POOT- BELMONT ERA
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DR KAHN. It is ny pleasure to be here.

| think before | launch into ny presentation |
want to say one thing about a comment that Alta just
made about the NIH and funding research on inforned
consent in the research context, if | nay.

| serve on the Study Section that has revi ewed
now t hree rounds of proposals in response exactly to
that initiative and I will tell you that of the three
rounds that have cone through so far, | think there nmay
be 15 or 20 that have been funded, none of which deal
Wi th cross-cultural issues unless you think about
di verse popul ations within the United States as being
cross-cultural. So nothing outside of the U S
cont ext .

So if the Commssion felt a reconmendati on
al ong those |ines was appropriate, | think that m ght
be wel cone.

The last tinme we net to review, which was only
in March, there was a real sense that there was a | ack
of high quality proposals and | think that you have
identified a gap in that area so | woul d encourage
t hat .

What you have before you, as Alta nentioned,
Is an annotated, a fairly heavily annotated outline

around issues in the informed consent post-Bel nont.
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What | thought | would do with you today is
take a few mnutes, not terribly long, and wal k through
ny thinking along the lines of this outline in an
effort to talk about the shortcom ngs in inforned
consent because we have staked so nmuch of the ethical
wei ght in research to the concept and process of
I nformed consent, and | think it will help identify
where the recommendati ons ought to go if we have a good
sense of what is wong with the way the system now
wor ks.

So the outline you have before you is laid out
in four large Roman Nunerals and | thought | would just
wal k through for maybe 10 or 15 m nutes what you have
here before you.

| think we all know, and I will not dwell on a
| ot of these things because it is so well known to all
of you and to those who work in the context of research
but let ne just identify a few of the highlights so
that we are all on the sanme page.

I think we know that the infornmed consent
process is flawed, both in the way it is carried out
and in the way that subjects perceive that process and
t hat experience.

W know that the short-comngs lie in areas

like the quality of informed consent. You have seen in
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the outline that | have identified a few of the studies
that have shown this. | worked on the study that the
Advi sory Comm ttee on Human Radi ati on Experinents
undert ook to exam ne the inforned consent process. 1In
1995 we | ooked at inforned consent fornms that had been
approved by IRBs and found what will be not surprising
to anybody in the roomor to people who do research
that the consent forns were nearly universally
difficult to understand, that they had reading | evels
that were too high, that the | anguage was very
technical and the detail was often overwhel m ng,

|l eading to a problem | think we would all agree, in
whet her inforned consent was really achieved.

| think that we know sort of where the process
has broken down but | think it is not just about the
way we have inplenented infornmed consent. It is also
about the way research has devel oped since the Bel nont
Commission did its -- the Belnont Report primarily was
witten by the National Conm ssion in the md-1970s.

So | think what | would like to sort of say
now are a few things about the chall enges that clinica
research poses in the post-Bel nont era.

| think you will hear nore about the notion of
the shifting enphasis towards the benefits of research

and away from protections from other contract papers
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but | think it is an inportant part of the context
about how i nfornmed consent works in the current world.

| have laid out, | think, a short argunent
about where that shift in enphasis has occurred and
why, and it is a relatively recent change in the way we
t hi nk about research.

So when the Bel nont Report was witten we were
real |l y enphasi zing or interested in enphasizing justice
as protection fromthe harns that research carries and
since the md-1990s, if not before, we have really
started to talk nuch nore about access to the benefits
that research has to offer, which changes the way
peopl e ought to think or people will think about what
research neans to themas potential subjects. And,
therefore, raises challenges for how we do inforned
consent in that context.

| think this is an issue that is through
going. It is not sonething that is particularly
I nportant for one area of research versus another. W
can point to things like H V/ Al DS research and
clanoring for access to those clinical trials in that
research area as one exanple. W can point to the work
of the Institute of Medicine on wonen in clinical
research as advocating for inclusion in that context.

But | think it goes all the way through the
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systemnow and |, in fact, was just reading in the New
York Tines the day before yesterday that Vice-President
Core has said that we ought to doubl e the anount of
noney going to cancer research so that nore people can
participate as research subjects. There should be no
barriers to research based on noney, for instance.

So when we are seeing all the way through our
system up through the highest |evels of our governnent
adnonitions that we have to do better about naking
access to research available to people, | think you can
see where it puts pressure on the process of consent to
make sure people really understand what they are
getting into.

In addition to the sort of shifting of
enphasis, | think we have known for a long tine that
there is an inportant problemor an inportant issue in
the way research and therapy have | ong been entw ned
W th each other and are now only becom ng nmuch nore so
| eading to often m sperceptions of research subjects

and potential research subjects.

So we have a pretty strong sense, | think,
fromthe enpirical literature that people are confused
and that confusion, | think, lives at two different

pl aces. There was interesting discussion this norning

and nmention of the area known as the "therapeutic
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m sconception” but | think actually that there are two
things going on in what we often termthe "therapeutic
m sconception.”

And one is a confusion not about seeing
benefit or experiencing benefit when one is a research
subj ect but actually not understanding the difference
bet ween what is research and what is actually therapy,
which is, | think, a different problemthan therapeutic
m sconcepti on

And we know, not fromterribly much enpirica
research but at |east fromsone research done by again
the Advisory Committee on Human Radi ati on Experinents,
that there is a significant nunber of people who
m sunder st and what they are engaged in. They either
think that they are in research when they are not or,
nore problematic, think that they are not in research
when t hey are.

So the first case is sort of the wannabe
research subjects, which is an interesting problemin
and of itself. But the second case is nore
probl emati c, which people have turned the unwitting
research subjects, and that is certainly a problemfor
I nfornmed consent.

| f people sign pieces of paper or go through a

process in which they are supposed to be informed and
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consenting in a voluntary way to participate in
research and then do not understand that they are in
research and not getting clinical care, that is

probl ematic. That underm nes the very notion of what
we think about as inforned consent in the research
cont ext .

So that perception, the confusion between
research and therapy, really chall enges whether we are
doi ng infornmed consent at all.

And then, as you have tal ked about already
today and | amsure in other neetings as well, the
concept of the therapeutic m sconception is one that
chal | enges whet her people really understand as well.
That being the idea that even though I know | amin
research, | also knowthat | amgoing to get sone
nmedi cal benefit fromny research participation.

And it has been shown that, even in the
context of placebo controlled trials, people really
believe they are going to get active agent that wll
really hel p them based upon their diagnosis and nedi cal
needs. That is a sonewhat different issue, | would
argue, than this confusion between research and therapy
but certainly no |l ess a problemor a challenge for how
we do infornmed consent.

The third area that | think that underm nes or
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chal | enges inforned consent in this area of clinical
research is the, I think, increasing blurring of the
rol es of physicians and researchers. W see this, in
particular, in areas |ike cancer research. In
particul ar, pediatric cancer research where physici ans
are not only caring for patients but are also often

I nvestigators, if not principal investigators, of the
studies in which their patients are being enroll ed.

And that dual role problemor two hat problem
really chal |l enges how wel | people could, |et al one do,
understand i nfornmed -- have infornmed consent and
under stand what they are getting into in the context of
research when the sanme person who is caring for them as
their physician is also an investigator trying to
recruit theminto his or her clinical trials.

| think all of this is true historically and
continues to be problematic as we nove ahead into the
future. And if you sort of bundle this together with
what | have | abeled here as the evolution of areas of
research, sort of noving fromthe kinds of research
that was being done in the i medi ate post-Bel nont era
to what we see today, the things are really quite
different in the research enterprise. It is not that
the people are different or that the chall enges m ght

not be that different but that the kinds of research
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certainly are, and that chall enges the way we think
about how consent ought to be sought and, hopefully,
achi eved.

In nmy -- the final paper that | will submt to
you, I will try ny best to lay out in tabular formif
it will work, sort of the kinds of challenges that
arise in different research popul ations, in different
research types, and in the places where research is
done.

| have made a first stab at this in the
annotated outline you have before you and | think just
by | ooking at the way the X's line up in the boxes you
see that different kinds of research, different
research popul ati ons and different research settings
rai se different kinds of ethical concerns, which neans
we ought to do infornmed consent at least in different
focused ways in those various popul ations, research
areas or research settings.

And | think that is just instructive for how
research is really different in different areas, and
will certainly do the best job I can in | aying out what
those differences will -- do ook like and will | ook
like in the future.

An inportant area that | hope you will agree

has to be addressed is a practice that nmany | RBs engage
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in, which is to apply what is often boilerplate kinds
of | anguage or approaches to infornmed consent in
research. The idea that | have | abel ed here in Roman
Nuneral 111 as the problemof one size fits all

i nf ormed consent.

And as the chart, the table that | have
presented to you here in rough forns, shows not all
research is the sanme. It raises different issues. It
is different kinds of research and it includes
di fferent kinds of subjects. And | think, therefore,
we ought to rethink how infornmed consent ought to
proceed to reflect those differences.

W have focused in large part in creating our
regul ations and the infornmed consent process that grows
fromit on bionedical research and often to the
excl usi on of other areas of bionedical research, even
clinical research, which obviously is an inportant area
but not the only area in which ethical issues in the
protection of human subjects ari ses.

In addition, | think we have done a rather
poor job of distinguishing the issues that arise in
Phase Il and Phase IIl clinical trials when we are
tal ki ng about clinical research, when we are outside
the context of clinical research, social science

research and the particular issues that arise in that
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context, along with other nonbi onedi cal research, what

we ought to be thinking in terns of i

nf or ned consent

related to research on healthy subjects, and sort of

conceptually howto "rejigger" that,

if that i1s the

right term to better reflect the concepts of inforned

consent and the oversight process in which we all try

to do our research.

Lastly in that Roman area is an issue that |

think is not going to be surprising or new to anybody

here, and that

t he process of

I's that we ought not f

I nforned consent -- pa

ocus as much on

rdon ne -- on the

forns that we use in the informed consent process and

ought to focus nore on the process itself.

| nf ormed consent, of course,

is a relationship

bet ween subj ect and investigators and those that work

on the research and not about pieces of paper with

signatures on them and we have to get away fromthat

over reliance on pieces of paper and the boilerplate

| anguage that often gets included in them

Just to sort of wap up, al

i dentification of short-com ngs wll

of this

not really anount

to a hill of beans unl ess we have sone di scussi on of

the inplications for how we ought to inprove the

process and the practice of inforned

And

would like to sort of

consent.

| eave you in terns
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of how we start our discussion with six areas, which
actually are not reflected in this outline because it
Is sort of the where does this all come out. The
answer to the question about where this all cones out.

And | woul d suggest that there are six
particul ar kinds of recommendations that | would offer
you for your consideration around two categories: The
process of informed consent and the information
contained in it.

In terns of the process, | think we have to
first of all focus on education for investigators and
physi cians and others in the research comunity.

Com ng down fromthe Public Health Service, we are

al ready going to see requirenents for researchers to
recei ve education and training in the responsible
conduct of research. That, | believe, will be a sort
of enpty -- not content rich recomrendati on or

requi renent from PHS/ HHS and this Conm ssion, | think,
stands in a good position to tell -- to give direction,
pardon nme, to recommend what ki nds of content areas
ought to be addressed in that education and training.

So there is an opportunity to nake sure
I nvestigators understand what the short-comngs in
I nformed consent are and how to overcone them I

think we have to go outside of investigators in that
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context as well and tal k about education of the
physi ci ans who refer their patients into clinical
trials and to those who work in the research context
outside of the clinical area so that they understand
what does not work in informed consent and how we ought
to inprove it.

Secondly, in ternms of the informed consent
process, | think we need to consider the addition of
additional parties to the process of inforned consent.

There is lots of debate and discussion at the IRB

| evel about whether it is appropriate for only the

I nvestigator to be doing inforned consent or whether it
ought to be sonebody ot her than the investigator,
anybody other than the investigator, because of the
power differentials that occur between subjects and
resear chers.

But | think that is too narrow a debate and
that we ought to think about who ought to be in the
roomin addition to the investigator and/or research
staff:

To include people |ike onmbudsnen or
onbudspeopl e, whatever the gender-neutral termis for
that, as a way of getting an objective non-affiliated
i ndividual into the process. Not just to nmake sure

that there is an advocate say for patients or subjects
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on the IRB but in the process of infornmed consent in an
ongoi ng way. This individual could be a part of the
IRB or not, and | think goes to the possibility, if not
t he recommendati on, of ongoing audits of the inforned
consent process in research.

In addition, | think that there is sone
validity in ideas |ike including subjects, existing
subj ects, in discussions with prospective subjects
about what research participation actually neans.

Thi s has not been done, although it has been
proposed by a few people, and I think it is an
I nteresting i dea whereby the power differences between
researchers and subjects is in a way addressed by
all ow ng subjects who are in trials or in research to
sit alone with prospective subjects and have a frank
conversation about what that research actually is |iKke.

| think, in particular, we need ongoi ng audit
and these sort of third party advocates or onbudsnen in
the context of research where there is proxy consent
gi ven or waivers of consent. | think those sort of
rai se the stakes of how we ought to make sure consent
takes place in acceptabl e ways.

Athird area related to the process of
i nformed consent is that we have to do -- find other

ways to achi eve informed consent other than pieces of
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paper that people read and this is not new and I am not
uni que i n suggesting sone of these options but | think
we have to | ook hard.

And the kinds of research that is being funded
by NIH now actually speak to a few of these areas, the
research that | nentioned at the begi nning of ny
remar ks, whereby individuals may watch a video or use
an interactive CD to go through the consent process or
have i ndi viduals other than the investigator in the
room and di scussing the research with prospective
subj ect s.

So expandi ng outside of the typical pieces of
paper that subjects are asked to read and then sign as
a way of achieving infornmed consent.

Sonme of these things are staked to the IRB
process and so maybe it is appropriate to talk about
themin the context of how IRBs do their work and how
oversight works and others, | think, are really
specific to the process of inforned consent.

The | ast three recommendations that | woul d
sort of put forward in a general way relate to what the
content of the consent process ought to include. You
have heard nme say that | think it is very inportant
that we do a better job of distinguishing research from

therapy and | think that is at the top of ny list



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

259

certainly for clinical research issues.

W have to do a nmuch better job of hel ping
potential subjects understand that research is not
therapy and howit will be different for themto
participate in research than it would be if they went
to "standard therapy" for whatever their disease or
i1l ness mght be.

Second, | think that we have to do a better
job of helping IRBs and researchers identify the
particular areas in which they ought to focus in their
consent processes for different kinds of research. So
we have now ten points that I RBs | ook at for what
constitutes valid infornmed consent and those are quite
general kinds of information.

If we |look at the kinds of research that are
bei ng done, genetic research, research that involves
pregnant wonen and fetuses, we have to think quite
differently about what ought to be in consent
processes, not just consent forns, and we have to do a
better job and be able to do a better job of directing
researchers and | RBs towards what they ought to include
out side the standard boil erplate kinds of |anguage.

And then, lastly, |I think we have to do a
better job of making it clear to potential subjects the

ties that researchers have, both financial and
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otherwi se, to the research that they are carrying out
so that it is clear when there is role overl ap between
physi cians potentially in the clinical research area
and the research that they carry out or the funding for
research that subjects are being asked to participate

I n.

The | ast thing, which you have al ready said
and which |I have spoken to as well, is that | think
there needs to be ongoi ng research on inforned consent
in the research context. That has begun with the
recent NNH RFP and the few studi es that have been
funded and are ongoing. No results have cone out yet
but I think it is inportant that that be encouraged to
conti nue.

Sowith that | think I wll stop and engage
you all in conversation if we can do that.

PROFESSOR CHARO  Thank you very much, Dr.
Kahn.

Al ex, Bernie. Anybody else already want to
get on the -- and Jim

PROFESSOR CAPRON:  Jeff, | know it is going to
be very hel pful to have your paper because you have
al ready done a nice job in the outline of teasing apart
sone of the distinctions.

| wanted to take you back to the first set of
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di stinctions that you were naki ng about the chall enges
to the idea of infornmed consent and | have a comment
and a question for you in tal king about has research
out paced the Bel nont era, as you put it, approach to

i nf ormed consent.

The comment is that under the heading of the
"Shifting enphasis towards the benefit of research
participation,” | see you lunping in there sonething
which, | think, is a distinct, though not irrel evant
topic, and that is the benefits to the categories of
peopl e.

For exanpl e, wonen, who woul d benefit by
systematic research being carried out on their
popul ati on rather than what happens now with research
being carried out on nales and then applied on the
clinical level willy nilly to fenmal es w thout careful
research on the potential differences.

That seens to ne a very different phenonenon
where we say that we are now nore concerned with the
benefits of research and maki ng sure that those
benefits are available to a category of people who are
the beneficiaries after the conpletion of the research
fromthe other idea, which you have here, is the
benefit to subjects fromparticipating in research

where the research offers a potential neans of
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addressing a nedi cal problemthey have for which there
are apparently no other satisfactory, in terns of side
effects or outcone or cost or whatever, not adequately
satisfactory alternatives.

And certainly the A DS exanple, the HV
exanple, | think, has led people widely to say that by
the 1980's this paradigmshift had begun to occur and
with that inpetus was nore broadly perceived.

| think it is inportant to keep those two
t hings distinct because they have different effects.

Now nmy question for you is what does all of

this have to do with i nforned consent?

Now t here are several answers that | have been

-- maybe | should just let you answer it but let ne

gi ve you a couple of alternatives.

One is that -- one would be -- well, it has to

do with consent because the enphasis on protecting
subj ects neant that we wanted a very high standard of
consent with the recognition that telling people
certain kinds of information about risks and insisting
that they get educated about a |ot of stuff would be a
barrier and woul d keep sonme people from partici pating,
and that was okay because the main thing we did not
want to have happen was soneone participating in

research where they were not fully informed and fully
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voluntary in doing so.

A second alternative, | suppose, is that the
way in which this paradigmshift arises is that the
groups of people who we woul d consi der suitable
subj ects for research in ternms of so-called vul nerable
popul ati ons woul d change, that where we thought in the
past that we were very concerned that peopl e whose
i1l ness neant that they really were either not able to
deal with a ot of facts, there was sone inpairnent
because of their nental condition, or they were just so
desperate, and we often think in this case actually
nore of parents who are desperate for a cure for their
child or sonmething, that the consent side -- not the
i nformed side but the consent side is underm ned and
t hat these vul nerabl e popul ati ons were, therefore,
peopl e that we wanted to sort of keep from being used
in too nmuch research

And maybe the wonen's exanpl e snuck in that
way because we thought, well, wonen are vul nerable
because of their nedical conditions or if they are
pregnant or whatever. | do not know. | nean, | do not
know where exactly that cane from

But neither of these, it seens to nme, go to
the heart -- | nean, you could have a recognition that

benefits -- the benefits nodel is now a maj or part of
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t he consent process instead of just the vulnerability
and risk and protection nodel, and you would still have
basi cally the sanme consent process.

It would just be that where researchers want
to describe the benefits of research they are either
gi ven nore encouragenent to do so or nore liberality in
doing so if those can be nade pal pable but it does not
real |y change the nodel of inforned consent.

So that | have thought that the shift in the
par adi gm has had nore to do with the types of research
that people think is acceptable to carry out or the
popul ati ons that one mght go to, to do it, rather than
t he consent process.

So can you both respond to ny first point
about being cl ear about where the paradi gm shift
ori gi nates and maybe putting to one side the orphan
popul ati ons as the idea goes that wonen are an orphan
popul ation, and then respond to this question of what
does this really have to do with consent?

DR KAHN. So the first point is the
di fference between benefit to groups and benefit to
I ndividuals, which I think you are right about, and it
I's obviously not the sane thing. That is your first --

PROFESSOR CAPRON: Wl |, and | woul d al nost

exclude -- | nean, if | were witing this, ny
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inclination would be to note the recognition that
certain groups -- | nean, the idea fromthe | OM study
and then the NI H decl arations that we have to have nore
wonen i nvolved in research as well as nore studies that
| ook at wonen's illnesses but that does not -- that is
not this paradigmshift.

DR KAHN. Well, | think it goes -- | think
they are all of a piece, and | will tell you why. |
think that we do know from sone of the enpirical work
that there is a tendency anyway, independent of the
shift, to -- in the process of infornmed consent, if you
think the paper is anything like a stand in for the
process,to underestimate the risk and over enphasi ze or
over estimate the potential benefits in clinical
research at | east.

So if you couple that with the swinging of the
pendul um t owar ds nore enphasis on the benefits that
research has to offer then you see, | think, it sort of
pushes the consent process even further out of whack
towards an over enphasis on the benefits and under
estimation of the risks.

So | do not know that it means we shoul d
change the consent process so nuch as it neans we have
to think hard about how to make sure that the

information that is portrayed in our consent process is
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accurate and objective, and it gives people the right
sense of what we are asking themto do. Because, you
know, | think we always say this but it bears saying
again, research is about uncertainty. W do not call
it research if we know that it is going to work and we
have to give people a strong sense that that is true.

And if we start saying "and there is all this
benefit to you and all these benefits to you and to the
group that you belong to," |I think we tend to shade it
even further away fromhow we want to in terns of
obj ective information about risk and benefit.

PROFESSOR CAPRON:  Yes. | agree with what you
are saying. | just do not see that as outpacing the
Bel nont era. | nean, to the extent that the Bel nont
era i s associated, | guess is your way of putting a
research revi ew process that worries about peopl e being
brought into research where they do not really
understand what they are getting into and where the
risks are too great, and they really ought -- either no
one ought to be involved or only people who are very
hi ghly informed of what the risks are ought to be
I nvol ved.

| do not see that that is -- that any of this
changes that. Are you just sinply saying it rem nds us

of the need to be vigilant?
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DR KAHN. Well, it certainly does that. |
think it is nore than that, though. | think that the
way that -- imedi ately post-Bel nont or the post-

Nati onal Conm ssion era, we thought of justice as
maki ng sure that nostly the risks were fairly
di stri buted anongst subjects.

Now we are tal king about not only a fair
distribution of risk but a fair distribution of
benefits and | agree it does not change the sort of
framework in which we do consent, maybe that is the
point you are trying to make. |If you are asking that
guestion, does this change the framework of the general
process, | would say, "No, it does not change it." But
It chall enges the way we achi eve success within that
f r amewor k.

PROFESSOR CAPRON. (kay. Because -- all
right.

DR KAHN: Is that helpful? | do not know
that we are --

PROFESSOR CAPRON: It is helpful. Maybe it is
the way you have franed it initially that | thought you
were -- there are -- put it this way: There are sone
people, it seens to ne, who say that Belnont by its
enphasi s on individual choice and fully infornmed

consent led to people raising barriers to research,
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whi ch ought not to be there.
And that as people say, "CGee, it ought to be
easier to get into research because research is where

you get benefits,” that would be a reason for saying
that Bel nont's enphasis or that Bel nont version if you
are -- it may be a mscharacterization of Bel nont but
the Bel nont era version -- was w ong.

DR KAHN:. Right.

PROFESSOR CAPRON:  And that we really ought to
be | ess concerned and nore liberal. So what if people
get in without full understanding, they are getting
I nto sonet hing good. W should be happy for that. A
benefi cence view that research is where the goods are.

And I -- now | understand you to be sayi ng,
"No," that is not what you are saying. |[|s that right?

DR KAHN: Yes. No, that is right and I would
say that the -- if you play that out that research is a
good that people ought to have access to that the
I ssues are not about consent but about recruitnment and
what we do not know is why certain groups do not get
into research or why the rates are different anongst
di fferent populations. So | think that is not about
consent. | think that is about sonething el se.

However, to sort of pick up on your point,

do think that, to push aside your point and go to
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anot her one, that the categories of research do
chal l enge us to do consent in a different way. So it
I's not so nmuch about the shifting paradigmthat drives
that but rather the Bel nont approach really did not
foresee sone of the kinds of research that we are now
doing and will be doing in the future.

So it causes us to think hard about whet her
that process is adequate for what is com ng down the
pi ke or has al ready conme down the piKke.

PROFESSOR CHARO  Ber ni e?

DR LG Jeff, | was hoping that in your final
paper you would be able to sort of address the question
of to what extent are recomendations that others and
we are likely to make on how to inprove the infornmed
consent process enpirically driven or not.

| nean, there are a ot of things that people
like to say would be good to inprove infornmed consent.

Third party nonitors, onbudsnen, using video tapes,
audi o tapes, and that sort of stuff.

What is the enpirical evidence that that
real |y enhances consent if we even understand what the
questi on neans because there may be a -- there
certainly is a cost in terns of requiring nore
resources to do sone of these things.

How convi nced are we or how solid is the
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evidence that this really pronotes what we consi der

I nfornmed consent? Do we know how to even study that
question enpirically? 1s there data already to support
it? O are these things that sort of seem|i ke obvious
good things to do and so we say do themw thout really
kind of rigorous evidence that they are, in fact, going
to achieve the goals we want at a price we are wlling
to pay?

DR KAHN:. | think we do not actually know
whet her they work. However, for 18 nonths now there
have been a few studi es ongoi ng, again funded by this
Nl H RFP, on infornmed consent in the research context,
which are |l ooking at things |ike video tape and ot her
Interactive nedia as a nethod of inproving the inforned
consent process wi th evaluative conponents in their
proposal s.

That research has not yielded is results yet
so | think we are probably another year away before we
know and these are only the very first sort of toes in
the water in terns of neasuring whether these novel
approaches actually inprove the outconmes of inforned
consent so | do not think we know yet.

At |east there is sone research going on that
may actually yield answers to that question.

Unsatisfying, | know, but that is | think -- | think
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that is where we are unl ess ot her peopl e have nore
I nformation than | do.

PROFESSOCR CHARO  Ji n®?

DR CHI LDRESS: M ne builds on Bernie's because
i n some ways our recomrendations about inproving the
consent process will be awfully specul ative w thout the
kind of information that we are tal king about. And you

have identified a few studies that are underway t hat

may help to fill in some of the gaps but probably we
wi Il not have that -- the data, conclusions and results
fromthose studies until long after the tine we would
need t hem

And | guess perhaps one recomendati on that we
will -- could end up nmaking has to do with increased
research on the infornmed consent process.

But many of the studies that | have seen focus
a lot on the question, and probably when we tal k about
I nformed consent, on disclosure, understanding,
conpr ehensi on, and often in inadequate ways, |ike
focusing mainly on how much subjects recall fromtheir
initial presentation of data.

But are -- | amlooking at a side that we tend
to think | ess about in terns of the voluntariness of
t he consent.

I's there nuch research going on there? Are
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there things that you could tell us? That really does
not play a role in the way you have sketched out here -
- it may just not be enough to say anything about that.

DR KAHN: Yes. And | do not know of any
great anmount of information that answers the question
that you raised but I think it is obviously a good one.

I think we do know just sort of by way of
extrapol ati ng that paper tends not to be a very good
approach. For instance, we know that if you talk to
peopl e about -- in the clinical context about inforned
consent and ask themdid you sign a consent formthey
will say, "Yes, | amsure | signed that formwith a | ot
of other forns that | signed."

It does not stick with them as havi ng been
particular to research and so | think if we just take
It out of the context of signing pieces of paper in the
whol e stack of paper that you sign that has a chance of
goi ng towards hel ping themrenenber that they actually
participated in sonmething different.

That is not sort of enpirical evidence but |
think that that is -- it is hard to argue that that
woul d nake a difference, at least differentiate it from
signing a waiver for surgery or sonething. You know,
it is outside of the regular clinical context of health

care delivery.
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| do not know how satisfying that is to you as
an answer but | think that is the only kind of evidence
that we actually have until sonme of these studies yield
their results.

PROFESSOR CHARO  Davi d?

DR COX: So first of all | would |Iike to thank
you very nuch because the -- your views are conpletely
consistent with ny own, which nmeans that you nust be
right.

DR KAHN: | amglad to know that.

(Laughter.)

DR COX: And with that aside, | actually
think they are pretty reflective of the reality of the
situation of researchers out there in the trenches
trying to do their research and trying to convince
peopl e that they should do it.

So |l really like your layout but | have two
gquestions for you and the first is why do you think it
Is that we have switched in this format from protecting
peopl e to everyone clanoring for the benefits. So like
where are those benefits and why has that conme about?
| have ny own views but | would be very interested in
your's.

Keeping -- | do not ask that many questi ons,

Alta, so this is like a two-part question.
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PROFESSOR CHARO  No probl em David.

DR COX: And the sort of second one is really
If this is nore in the context of explaining to people
that they are partaking in a risky situation, which
actually think that that is exactly what the process is
about, then why woul d anybody want to do it?

DR KAHN: If we were really honest with them
why woul d they partici pate?

DR COX: Exactly.

DR KAHN:  Well, to answer that second
question first, you know, people have said -- people
who | respect who are researchers have said "W ought
to put at the top of each consent formbig bold letter
boi |l erpl ate | anguage that says, 'This is not for you.
Participate in it because you are wanting to be
altruistic nore or less,' and that should be the only
value that we actually want to pull out of people.
Everything else is sort of wong headed."

| do not subscribe to that view | think that
shoul d be part of what people -- what notivates people
to participate.

So to answer your question, it ought to be to
hel p ot her people. That is why we ask you to put
yourself in harmis way, to benefit others but this is a

segue to answering your first question.
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DR COX: Exactly.

DR KAHN: | think that it is true that there
are benefits to be had in research potentially for you
as a subject and that is nore true today than it was 30
years ago. There is probably a -- there is a greater
l'i kel i hood that you will benefit nmedically from
research participation.

Now it gets conplicated when you think about,
for instance, people who do not have great access to
heal th care who we know participate in research trials
partly because that is how they can get health care. |
nmean, that is not a good reason. W do not want that
to be their notivation. That is problematic. Not
because of consent, though. It is problematic because
t hey do not have access to health care.

So we do not want people to have those kinds
of notivations.

Wiy do we get this swinging in the pendul um |
would say, is that it is a conplicated story but you
can go back to HV/AIDS and the first trials for AZT
when ACT-UP and its predecessor organi zation would have
rallies in the large cities in our country with
placards that said "Cinical Trials are Health Care
Too. "

And if you say that you have conflated the --
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you have done the job that we have been tal ki ng about,
right. So nowit is not just beneficial. It is health
care to be in the clinical trial. So that, | think
sticks a little bit.

And then | think we did a bad job of nmaking
sure that populations did receive the benefits of being
researched on. So the point that Al ex was naking
before. | think that is real that we excluded wonen to
deat h as peopl e have argued. You know, we | ost
I nformati on about the health care needs of certain
parts of our population, in a way a msguided effort,

to protect them

So it is, I think, all -- in a very short
answer to your question -- it is all mxed together and
once that cocktail is all -- is mxed up, we get the

sort of sense that, you know, there are real benefits
to be had in research and that is part of why it makes
sense to be a research participant, rightly or wongly.

DR COX: In fact, that is very hel pful.

DR KAHN:. Ckay.

DR COX: Because ny sort of -- what | would
have said fromny perspective --

PROFESSOR CHARO | amsorry. David, can you
speak nore closely to the m crophone?

DR COX: Yes. So, | do not disagree with any
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of those things. | would have added one ot her thing,
Is that | think over the past 10 years the research
communi ty has becone extrenely adapt at their own
public relations.

DR KAHN:  \Well, that --

DR COX: And so that to the point --

DR KAHN. -- is fair.

DR COX: -- where even they believe it.
Ri ght ?

DR KAHN:  Yes.

DR COX:  Yes.

KAHN.  And that is actually a very good

poi nt .

DR COX: So that the -- given that, right,
the -- and -- because there is sonme truth to it but not

on the tinme scale that it is represented. So it is
| ong-termgains, not short-termgains. It is like the
stock market. W should have sone stock people
actually doing this for us so that -- so | really think
that things have changed in ny view.

| think you are right but not because the
process of consent has changed but because the players
have changed and gotten -- have changed sort of what
the gane is to get people to enroll

So anyway that is -- but | think that this --
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under st andi ng that, okay, goes a long way then to
comng up with the things that you want to fix.

And | nust agree with sone things that Bernie
and ot hers said, though, is that although these are
really great ideas, in ny view, is that comng up with
practical solutions to inplenent them | would hope,
woul d be an inportant part of your paper

DR KAHN. Well, and | think, you know, a |ot
of these would be rightly perceived as unfunded
mandates and that is always of course, difficult to
sell institutionally or to the governnent. So | am
sensitive to that.

To pick up on one of your points, and | think
soneone said this earlier today, | do not renenber who,
| amsorry, but therapeutic m sconception is not just
about subjects, it is also about researchers and about
physi ci ans because there is actually interesting
enpirical evidence about that.

Wiy did you refer your patient into this
particular clinical trial? Because | thought it would
benefit them nedically.

DR COX: Exactly.

DR KAHN. Well, do you know what the chance
of that actually is? And the disparity between what

they answer and what is the case is often quite |arge.
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So that goes to the point you are trying to
make.

| think it is very inportant for us to get to
the researchers thenselves. | talk alot to
researchers in ny own institution and | often will talk
about sone of the things that | have laid out here and
that we have been tal king about, and they are al ways
quite amazed that this is actually true.

So they are very adept and they know a | ot
about what they do but they do not specifically step
back and have that bigger picture, which | think is
I mportant to give people a better sense of how to do
this right.

PROFESSOR CHARO  Jeff, if | may ask that when
you deliver the final paper, if you could highlight the
references for that information about therapeutic
m sconception by investigators and physi ci ans.

DR KAHN:  Sure.

PROFESSOR CHARO  That woul d be handy.

| have on ny list Steve, D ane, Bernie, Eric
Cassell, | put nyself on the list toward the end.

Trish, you are out there on the phone?

PROFESSOR BACKLAR  Yes, | am

PROFESSOR CHARO Did you want --

PROFESSOR BACKLAR: | am having to cone and go
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unfortunately.

PROFESSOR CHARO | understand. | just wanted
to ask if you had wanted to intervene at any point
because you had been so active on e-mail talking about
audi o taped --

PROFESSOR BACKLAR: Ri ght.

PROFESSOR CHARO  -- consent.

PROFESSOR BACKLAR:  But | think it would be
useful to listen to what others have to say.

PROFESSOR CHARO  Just give a shout whenever
you woul d like to intervene.

PROFESSOR BACKLAR:  Thank you.

PROFESSOR CHARO  Ckay. Anybody el se who
would like to be on the list?

St eve.

MR HOLTZMAN: One of the things | really like
about your approach is the recognition that one size
does not fit all because this is an area where there is
a trenendous anount of texture.

So what | find alittle inconsistent with that
is then when we conme to the discussion of the
t herapeutic m sconception and its quotes about what
researchers find and think, there does not seemto ne
the sane attention to texture.

What | nean by that is you do reference the
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fact that if a well educated health care consuner cones
down with an incurable cancer -- | amgoing to sort of
pl ay out what you said -- and goes out on the web
searching for where are the clinical trials that m ght
be able to save their life, that is not a therapeutic
m sconception. That is a very, very well inforned

heal th care consuner and we are noving into an era
where things like referrals to clinical trial are being
viewed as benefits to cone out of health care plans
precisely for those sorts of cases.

So | am sonewhat surprised after that
attention to texture is that you drew, even though you
sort of point in that direction, there is a difference
bet ween going into a Phase | w thout know ng anyt hi ng
versus that kind of case. You then said we need to
guard nore against it.

| amnot sure that that is the case. | think
maybe what it further points us to is not just naking
di stinctions about clinical versus nonclinical and
what not but al so the context of the education of the
peopl e i nvol ved and why they are interested init.

DR KAHN: That is actually very hel pful and |
think you are right. There are different cuts even
wi thin sone of these categories and | certainly will do

ny best to tease that out.
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PROFESSOR CHARO  Marjorie, | understand you
wanted to say sonet hi ng.

DR SPEERS: | want to go at the end to do a
coupl e of conmments.

PROFESSOR CHARO  kay. D ane?

DR SCOTT-JONES: Gkay. | have a question for
you about your identification of this paradigmshift
fromprotecting to allowi ng access. GCkay. You are
saying that there has been a reversal of protection in
favor of creating access. And | was wondering if you
could say what particular line of research or series of
studi es excluded wonen in the past in order to protect
themand now is including themin order to provide them
benefits.

| am aski ng because it could be the case that
wonen were excluded not out of protectioni sm but
because it was believed that it was nore inportant to
study nen, say heart disease in nen or because the
di sease was nore prevalent in nen.

So | guess | am questioning your |inking one
to the other. Can you say what series of studies noved
from excl udi ng wonen in order to protect them and not
for other reasons?

DR KAHN:. Actually | can defer to Alta, |

think, on this unless you would Iike ne to speak
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because this is sonmething that there is --

PROFESSOR CHARO Yes. | can do it quickly
because - -

DR KAHN -- lots of evidence about --

PROFESSOR CHARO.  Yes. | had -- a research

assistant and | actually did do an enpirical study
goi ng back a nunber of years in an I RB | ooking at all
t he studi es and what they were studyi ng and whet her
wonen were included so | can answer that for you.

And the short answer is they were excl uded
frompretty much everything and it was not based on
preval ence of disease. It was based on the fact that
in the absence of information that indicated a
substance was actually safe for fetuses, it was
presuned to be possi bly dangerous and the presunption,
therefore, was that they woul d be excl uded.

They woul d occasionally be included when they
suffered froman illness that was severe and the
research presented one of the only possibilities for
anelioration or cure.

So, interestingly enough, known fetal toxins
I n the chenot herapy area would not pose a barrier to
enrol | nent whereas testing anal gesics would routinely
result in an excl usion.

W al so checked to see whet her the excl usions
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were nore frequent by for profit sponsors |ike

phar maceuti cal conpani es versus public sector sponsors

| i ke the governnent speculating that product liability

fears would | ead to higher frequencies of exclusions by
for profit conpani es. And the result, surprisingly to
us, was, no, not really.

The final thing we tried to do but were
unsuccessful in doing, because our IRB would not |et us
study the phenonenon lest the identities be reveal ed,
was to see if we could control for the sex of the
I nvestigator and to see whether there was a difference
in the way nen and wonen approached this but at that
point our IRB said that it mght be too revealing of
the actual investigators and that they would now becone
t he subject of our studies.

In a bit of performance art | found nyself
scream ng and yelling about the difficulties of going
t hrough an | RB

(Laughter.)

PROFESSOR CHARO  Wiat has changed since then
is that there has been novenent from Washi ngton, from
NIl H and from FDA both, that requl RBs researchers to
expl ain why they are not including wonen if they are
not .

Known fetal toxins are often an explanation
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for why they are not including them The fact that a
di sease does not occur in wonen, prostate cancer, is
consi dered an explanation. And the justifications have
to be presented to the |IRBs.

VWren are now routinely being included in nost
all studies.

What has not yet happened that was requested
fromthe Federal Governnment was that they be included
i n nunbers | arge enough and in studies | arge enough to
al | ow di saggregati on of data by gender in order to | ook
for gender difference in responses, whether responses
to substances or to the doses of substances.

DR KAHN. There actually is a fairly strong

line of evidence in the IOMreport, wonen -- Wnen in
Cinical Research, is that the right title? 1 am going
to get it wong. It is cited in here. If you |ike, |

can sort of pull out some of that informtion.

So | think that there is a |ot of evidence on
the policy side that links in the way that you were
aski ng about .

| nean, | will just say frommy own experience
working with IRBs that the regul ati ons people read as
sayi ng do not research on pregnant wonen because of
risk to fetuses but that has been expanded -- was

expanded to include not just pregnant wonen but
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potentially pregnant wonen, which neant sonetines, in
|RBs that | worked with, wonen of child bearing
capacity from14 to 60 would be summarily rejected or
not allowed to participate in research.

So if that is the case then | think it nakes
the kind of link that you are asking about.

PROFESSOR CHARO Do you have anyt hi ng
further, D ane, that you wanted to coment on or ask?

DR SCOTT-JONES: | will just pass and | et
ot her peopl e have a chance.

PROFESSOR CHARO  kay. Bernie?

DR LO I lost ny train of thought. Let ne
sort of yield to the next person and get back in the
queue.

PROFESSOR CHARO  You are back in -- you are
i n the queue.

Eric Cassell?

DR CASSELL: Well, | just want to pick on
sonet hing that Steve said before about what you called

the "therapeutic m sconception.”

You have to be careful about that. If you
want sonebody to get a new cancer agent, they wll not
get that agent unless they are in a trial. But in that

trial they will not be w thout therapy.
DR KAHN:  Sure.
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DR CASSELL: They will be getting what was
standard therapy before, their chance of getting that
therapy is 50/50. So it is not a therapeutic
m sconception in the sense we neant it before. | think
if 1 amin this trial | amgoing to get -- being
treated when, in fact, no treatnent is intended.

Sol think if you do that you get it wong.
Peopl e know what they are --

DR KAHN:  Sure.

DR CASSELL: | nean the investigator knows
but they al so have cone to believe that that is the
best way to use any new drug. They do not want to use

it outside of a trial, and that is a nore conplicated

thing. It closes off its use el sewhere because nobody
wants to -- they want to get enough patients for decent
trials.

DR KAHN:  Sure.

DR CASSELL: So it has anot her neani ng, which
you might pick up, but it is not a therapeutic
m sconcepti on

PROFESSOR CHARO Let ne go back a little bit.

Bernie, did you renenber what you wanted to say?
DR LO  Yes.
PROFESSOR CHARO  Ckay .

DR LO | keep having these senior nonents
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unfortunately.

(Laughter.)

DR CASSELL: They will get worst, Bernie.

(Laughter.)

DR LO | know. That is what ny kids keep
saying. It has gotten worse and it is not getting
better.

PROFESSOR CAPRON: When she cal l's your nane
and you don't respond, then we wll know.

(Laughter.)

DR LO Actually I think I will respond when
she cal |l s sonebody el se's nane.

(Laughter.)

DR LG Wen we tal k about m sconceptions, it
seens to nme that there is a tendency to |unp research
together as sort of a honobgenous thing. And it strikes
nme that there are certain types of situations and
certain types of research projects where there is a --
sort of a docunented record that m sconceptions are
much nore likely to occur

So | think Phase | cancer trials, thereis a
| ot of evidence that both patients and investigators
think they are going to get therapeutic benefits when,
in fact, it al nost never happens. There are sort of

dose toxicity studies.
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| would sort of argue based on what we know in
the public record about the "gene therapy" research
t hat gene therapy research probably falls in that
cat egory.

And | think it mght be helpful to try and
hi ghlight for us those types of studies and clinical
situations -- research situations where there is a
hi gher |ikelihood or at | east there is sone evidence
that this is a real problemas opposed to it could
happen anywhere because |I think | RBs do not -- again
amsort of junping to opinion here -- but it seens to
me that | RBs need gui dance as to sort of where
particularly to sort of |ook for the possibility of
t herapeutic m sconception in all the senses you used it
and, therefore, to sort of require additional things to
do in the process of obtaining infornmed consent that
may or may not be standard for other types of research.

| amjust afraid that if we do not try and
make those distinctions people will sort of say, "Wll,
why don't we sort of have video tapes and consent
nonitors for all research" because potentially in any
research -- | nmean, the Radiation Commttee study --
do not know that you broke it down in different types
of research but, you know, it is probably spread across

t he board.
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DR KAHN. Right.

DR LG | think we should, you know, sort of
followwng WIly Sutton go where the noney is and where
we know there are problens we should at | east get the
IRB to sort of |ook at those projects with hei ghtened
scrutiny.

W went through sone of this with the research
on nental disorders that may inpair decision making
capacity where we said there are certain types of
research projects in this field which require
hei ght ened scrutiny because of the follow ng sort of
hi story and track record.

| think if we could do it here that would be
hel pful. Not that that woul d be an exhaustive |ist but
| think we would be a |ot better off if we sort of did
a better job -- have IRBs and investigators do a better
j ob of where the known problens are than sort of trying
to cast everywhere.

PROFESSOR CHARO  Arturo?

DR BRITO One aspect that | have not heard
tal ked about here about this shift that you descri bed,
and | curious, is that the change since the Bel nont
Report in the availability of nedical care for people
in this country and howit may -- and this is anecdot al

on ny part, it is just ny inpression is that there is
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an increase in discrepancy in health care availability
In certain popul ations.

So how nmuch of the shift in the perception of
benefit, whether true or not, is out of the increasing
nunber of people that are desperate, | guess, for
medi cal care? That was one questi on.

The second question | had, | was al so struck
by the fact that in the proposals to NNH there were no
requests, you said, for cultural differences or at
| east none that were granted. |Is that correct?

DR KAHN: Actually nothing outside of the
United States. There actually were a fair nunber of
studies -- and | do not know -- | think nmaybe two were
funded that |ooked at cultural differences wthin
communities in the United States.

DR BRITO Ckay. So there are a couple.

DR KAHN:  Yes.

DR BRITO | msunderstood that.

And irrespective of that, how nmuch of the --
in the United States is the new ways of | ooking at
i nformed consent nore due to educational differences
because ny experience is that a lot of the difficulty
t hat people have with infornmed consent as a witten
docunent is when you get people that are involved in

research to have | ess than, you know, a ninth grade
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educational level. So things like that.

Is that sonmething that is being |ooked at in
t hese --

DR KAHN Yes. In fact, | think that has
been broken out into things that are and are not
research. | do not have this at ny finger tips. It is
out of ny nenory.

But reading | evel issues were anong the nost -
- are anong the nost studied issues. How do we sort of
overcone these problens of being able to read above say
an eighth grade | evel when the information is extrenely
techni cal and detail ed and conpli cat ed?

So presenting it in a way that is accessible
to anybody, |et alone people who are trained as
physi cians. You know, sonetines it is very hard even
for people who do know what to | ook for to understand
what is going on in informed consent.

DR BRITO And how nuch of that |leads to the
t herapeutic m sconception also? | nean, it nakes ne
wonder about the topics we had this norning about the -
- you know, sonetinmes we frame a | ot of things under
cultural differences but | wonder how nuch has to do
wi th education | evel.

DR KAHN. Well, there are sone other issues

which | outlined and | will spend sone nore tinme on in
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the paper but | think if you ask people, and there have
been surveys done on research subjects and potenti al
subj ects, why would you or why are you participating
research. 1In alnost every case there is this notion of
| trust this person and they say it is a good thing for
me todo. O it is being done at the University of

M nnesota and | trust that place. Fill in the bl ank.

It does not nuch matter.

There is a real sense that there is a trust on
the part of subjects in the people, in the place, in
the system and | do lay that out a little bit. |
think we have to be very careful not to | ose sight of
that. That is a very inportant thing for us to know
exists and to foster.

If you do not have that trust you do not do
research and that is pretty nuch what it cones down to.

In answer to your very first question, | do
not know t hat anybody has | ooked at whether it is
driven by a |ack of access to health care.

DR BRITO And it is not just |ack of access.

It is also dissatisfaction that has happened over the
| ast two or three decades and it nmay actually probably
-- | would guess it mrrors how people are going to
alternative forns of nedical care and clinical trials

may just be another formof that than sort of the
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traditional nedical care because there is
di ssatisfaction with outconmes for thenselves and famly
menber s.

| do not know if there is data on those things
or not.

DR KAHN: | do not know.

PROFESSOR CHARO  Ckay. W have just under 15
mnutes left if we stay on schedule and | have on the
list D ane, Al ex, Steve, possibly Trish, possibly
nysel f, and Marjorie.

PROFESSOR BACKLAR:  Yes, and Trish, right.

PROFESSOR CHARO  Trish, you are available to
speak now?

PROFESSOR BACKLAR:  Yes.

PROFESSOR CHARO Wiy don't you go now just in
case you get called away agai n?

PROFESSOR BACKLAR: Ckay. This is in a sense
sort of out of context wth the discussion that is
going on currently that you are having currently. |
wanted to bring up the nodest proposal about a way of
docunenting i nformed consent, the process of it,

W t hout having people wite it down, and also a way in
whi ch one coul d di scover how the di scussion goes
bet ween the researcher and the participant, and that

was to do it with audio taping, and | know that nost of
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you read what | suggested about it, and I do not know
If you want ne to go into details or if we could just
start the discussion with |ooking at the advantages and
di sadvant ages of audi o tapi ng the consent process.

| amgiving you a question back.

PROFESSOR CAPRON: Is that a question for Alta
or for Jeff?

PROFESSOR BACKLAR:  Well, it is a question.
If thisis -- if you would like to -- if this would be
a good idea to explore this for Alta and Jeff, how you
would like to doit. Shall | just tell you what ny
| deas are or should we sort of discuss it?

PROFESSOR CHARO. This is the venue for
di scussing things so this would be the tine to do it.

PROFESSOR BACKLAR: Wl l, | think that in ny
own experience in research we al ways have -- when we do
research where we are getting information from
participants, this has nothing to do wth consent but
the research itself, we always audio tape all the
i nformation processing that we get so that we know t hat
the interviewers have a -- do not nmake up what they --
It is a way of checking what the interviewers, the
information that the interviewers are getting.

And so | thought that it mght work very wel

if the informed consent process, however long it takes,
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woul d al so be audio taped. This would be a way in

whi ch we woul d know that we woul d be able to find out
that a participant actually understood because there
woul d be a di scussion, not just a reading aloud of a
consent form and it would allow for questions, and it
does not nean that one would have to go back and |isten
to all these tapes but if there were sone probl emthat
canme up about the study one could go back and find out
if, in fact, the participants did understand what the
research was about. They understood that they were in
a research protocol and that their questions were
adequat el y answer ed.

PROFESSOR CHARO  Jeff, do you have any
observations, responses?

DR KAHN:  Well, | appreciate your comments,
Trish. 1 think it is inportant that there be sone sort
of ongoi ng observation personally and naybe audi o tape
Is sort of a stand in for that.

It is difficult. It costs noney. It is
people. It is resources to have sonebody go and watch
the i nforned consent process takes pl ace.

PROFESSOR BACKLAR: Ri ght.

DR KAHN. But | think if you want to know
whether it works that is the way to do it and whet her

that neans just sort of spot audits, that people know
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that it could happen, | think, is sonmetines a strong
not i vat or .

| guess ny concern about audio tape is that
what woul d then happen to them It is sort of a
record, | understand, but | think if you want to get
out the nut that you want to just be there and watch
the process and see how it works, which is nore than
just listening to what people have to say on an audio
t ape.

PROFESSOR BACKLAR: O course, the issue is
that often the -- if is the inforned consent process is
adequate, it is not a one tine event, and so it is not
sinmply sonmebody comng in for a spot check. |If things
change in sone way, one is supposed to go back and
expl ain and continue the di scussion.

It seens to ne that it is a protection not
sinmply for the participants but also for the researcher
and that it is a way -- a record for the researchers to
be able to show that they continue to answer people's
guestions and continue to informthem of maybe the
changes in the protocol.

PROFESSOR CHARO  kay. Diane, you had --

DR SCOTT-JONES. M/ question is on a
different topic. | do not know if Trish had finished.

It was sonething entirely different.
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PROFESSOR CHARO | amsorry. Trish, did you
have anything further to add? | amkind of -- only
because | amwatching the clock at the sane tine that |
amlistening to you.

PROFESSOR BACKLAR: | amafraid | cannot hear
you.

PROFESSOR CHARO Did you have -- Trish, did
you have anything further to add on this topic? | am
wat ching the clock and the |ist of people who would
i ke to speak.

PROFESSOR BACKLAR: No. Let everybody el se
speak. That is fine.

PROFESSOR CHARO  kay. Thanks very nuch for
that. That is very helpful and | know that Marjorie
was taking notes here while you were speaki ng.

D ane?

DR SCOTT-JONES: Gkay. M question is ained
at trying to understand further the basic ideas that
you have laid out so nicely for us and I want to ask
you whet her you see any inconsistency between this
noti on of the paradigmshift toward all owi ng access for
the benefits of research? You used the phrase "hope
and opportunity" that people seek when they go into
research and you described the "therapeutic

m sconception” as an instance in which people wongly
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bel i eve that the research gives them hope and
opportunity.

So | amjust wondering how you see those two
el enents, which are major elenents of what you
presented to us. How you see themfitting together?
Do you see any inconsistencies there?

DR KAHN: Yes. | would say that in the
second case, in the definition concept of "therapeutic
m sconception” it is not about hope. It is about a
belief that there will be therapeutic benefit fromny
participating in research, which is nore than anybody
can claim | do not think anybody in their w | dest
dreans thinks that there is always going to be benefit
fromresearch participation.

As | said before, that is why we call it
research because we do not know whether it will benefit
peopl e.

W do not want, on the other hand, to
under mi ne people's hope. | nean, that is a | ot of what
notivates people in life, not just in research
partici pation.

So | do not think we want to squel ch that but
we al so do not want to exploit it. | guess that is the
way | would answer it in a very short few words.

DR SCOTT-JONES: Gkay. Could I just follow
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up real briefly?

PROFESSOR CHARO:  Sure.

DR SCOTT-JONES: But in therapy isn't there
al so sone probability that there will not be good that
follows fromthe therapy?

DR KAHN: Absolutely. And | think, though,
that in the context of therapy in clinical care, we are
| ess concerned about m sunderstandi ng because the
notivation on the part of physicians is the best
Interest of patients or it ought to be, certainly.

So if there is a m sunderstanding and we say
t hat maybe 10 percent of the people just never wll get
it, that is somewhat aneliorated by the fact that there
Is the best of interest of the patient that is driving
t he deci si on making or the reconmendati on at | east.

In the context of research we always have to
renmenber that attention because we are asking people to
put thenselves in harms way and undertake risk so that
ot her people -- we can | earn sonething about what is
going on with themto benefit others in the future.

And if they get sone benefit, great, but it is
not sonething that we can expect, although we m ght
hope for it and individuals m ght hope for it.

Is that a distinction that is helpful to you?

DR SCOTT-JONES: | will pass and |l et people
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keep goi ng.

DR KAHN:  Ckay.

PROFESSOR CHARO  Are you sure? Do you want
to just follow up quickly?

DR SCOTT-JONES: No, | wll pass.

PROFESSOR CHARO Al ex?

PROFESSOR CAPRON: | wanted to suggest severa
things in looking at the role of informed consent as
opposed to alternative neans of making sure that the
research process i s acceptable. And the evolution in
t he post-Belnont era is one of them

Certainly in the area of consent to treatnent,
| think today we have recogni zed nore clearly and try
to preach, as it were, to those who are in the position
of getting consent the inportance of talking about
alternatives to whatever is being recommended in a
clinical or therapeutic context. And | -- as
opposed to the litany of risks. | nean, it would seem
that very typically the risks thensel ves are al ways
present and it does not tell a patient very much to
just recite risk.

| was wondering about your thoughts on whet her
that is an equally inportant part in the research
consent process and, if so, if we have any enpirical

evi dence of what it neans to give that.
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A second question around informed consent is
whet her you see consent in the research context as
legitimately allowi ng or demanding a formal assessnent
of the subject's understanding of what is at issue.

My own view of the history of infornmed consent
in treatnent is that the phrase "inforned consent” is a
m sl eading one if it suggests that what we denmand is
that before you can get treatnent you have to be
informed the way we woul d use the termin other
contexts. Rather, what is at issue is a requirenent of
di scl osure by the physician of certain information.

W coul d judge the information as being
accurate but m sl eadingly disclosed or confusingly
di scl osed. There m ght be sonme point at which you
woul d say, "Well, it is just so obvious that what is
bei ng done here is not going to convey the
information,"” but we do not say that subjects have an
obligation -- excuse ne, patients have an obligation to
have a certain | evel of know edge or they are
di squalified fromnmaking choices. W would rather say
it is an obligation on the physician.

What about in the context of research? And,
again, do we have any enpirical studies that
denonstrate whether it is possible and what the effects

of demanding a certain |evel of know edge?
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And the third thing is the issue that you
rai sed about the confusion that arises when one person
I's playing several roles and this issue of the doctor
as -- the physician investigator as an agent here. |Is
he or she the agent of science or the sponsor of
research on the one hand versus the agent of the
patient?

And | hope that you will explore in your paper
-- you may not need to respond to it now -- how
practically one achieves that because situations in
which a person is referred to a physician researcher
preci sely because his or her own physician says, "Wll,
this is something that needs a research exam nation, we
do not have adequate ways of doing it here," does that
mean that that research team needs to be nade up both
of a researcher and a new surrogate physician, maybe
t he physi ci an?

So those are the three points: Alternatives,
assessnent of know edge and agency.

DR KAHN: | will take the last one first. |
think you are right that it is very difficult to know
how to proceed when there are the dual agency probl ens.

And | do not have a quick answer for you
Peopl e have very tongue in cheek said, "W

ought to make researchers who are al so physicians take
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off their white coat when they are researchers and put
on a different color coat," as a way of just nmaking a
visual cue this is not the sanme thing as it was before.

And obviously that is not neant seriously but
it, I think, gets at what we want to try to do, make it
clear that this is not the sane thing. How to do that
Il will definitely explore. | do not know there is any
great enpirical work out there that answers that
guestion in short.

I think in answer to your second question that
we do need to have a higher standard of understanding
to say that soneone has satisfactorily gone through
i nformed consent in the research context than we do in
clinical care. Absolutely.

| do not knowif I can | tell you where the
i ne ought to be drawn but | think the standard nust be
hi gher because we are asking people to do sonethi ng
that is not necessarily good for them |In fact, it
carries -- that is -- as | have said now three tines,
we call it research because we do not know whether it
will work and what the risks m ght be.

So | think we do have to have a higher
standard. | think we know that people are no better at
understanding information in the context of research

than they are in the clinical context.
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You know, nothing magi c happens when you
becone a research subject. In fact, it may go the
ot her way. So does that nean peopl e ought to be
excluded fromresearch if they do not neasure up to a
certain | evel of understanding?

You know, | do not know that we are so good at
nmeasuri ng what people's understanding actually is. W
know how to measure recollection but that is not the
same thing as understandi ng.

Now | will tell you at the last round of this
NlH RFP, the |ast round of subm ssions, there was one
study that will attenpt to do that, to neasure actual
under st andi ng, not recollection. Wo knows whether it
w |l be funded? You know, those study sections are
Interesting that way. You do your work, you think
sonething | ooks really great, it gets the right nunber
and then does not get funded, but that is another
matter.

PROFESSOR CHARO.  Excuse ne, Jeff. Just
because we have now actual ly kind of run out of our
time, | amgoing to rush you along in your answers a
little bit to catch up the |ast few people.

DR KAHN. Ckay. And | will finish by
answering your first question very quickly. | think it

is really hard in the context of research to tal k about
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alternatives because the alternative to not being in
this research or not receiving the active agent armin
a clinical trial is not to be a research subject.

Sol think it is a nmuch nore binary kind of

choi ce unless I m sunderstand the point you are trying

to nmake.
PROFESSOR CHARO If | can just say sonet hi ng.
Steve, you had asked to speak. You will pass.
Ckay
| am going to pass under the circunstances as
wel | .

| know that Marjorie and Eric had wanted to
make some comments at the conclusion of the session.

DR SPEERS. Just three quick comments to you,
Jeff, of topics that | hope you will address in the
paper .

W have di scussed here as a group today
clinical research and focused quite a bit on clinical
research. | would |ike to ask you when you consi der
all types of research to include social science
research, epidem ol ogic public health research as well
because | think that some of the consent issues are
probably different for those types of research.

Anot her issue that did not come up in the

group that | hope you will also consider would be
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consent issues in conducting research with children and
t he i ssues around child assent.

O particular -- perhaps one topic that you
woul d want to address woul d be research invol ving
adol escents and whet her the consent process m ght be
different for adol escents.

And ny last point quickly is there is focus in
the regul ations and a bench mark that is used in the
regulations is to obtain "legally effective consent."
Those are the words that are used. And | think because
of those particular words in the regulations there is
trenendous focus on paper and on the consent form and
on obtaining a signature. That could be contrasted
Wi th sonething that | amgoing to call ethical consent
or just consent -- you know, actually getting inforned
consent and nmaki ng sure that people are properly
i nformed and understand and agree to participate, and
It would not necessarily actually -- necessarily
translate into "legally effective consent,"” and
I nasnuch as you coul d address that issue in the paper,
| think it would hel pful to us.

DR KAHN: How many vol unes did you want ?

(Laughter.)

PROFESSOR CHARO.  Six or seven wll do.

Eric,| think you have the | ast word.
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DR MESLIN. Very quickly, and this is just
for Conmm ssioners benefit rather than for Jeff's.

Everything that you are hearing obviously you
will want to relate back to the International Report
and vice versa, so anong the comments that Harold
shared wth ne |ate yesterday evening -- Trish, | hope
you are still listening -- was that he felt that the
I ssue of tape recording was an interesting thing to
pursue for the foreign studies question when we were
debati ng procedural requirenents for docunenting -- for
assuring understandi ng and the |iKke.

So it is staff's responsibility to rem nd
Conmi ssioners if there are recomendati ons bei ng
proposed for one report that affect the other, and the
consent topic is obviously a clear opportunity for that
overlap, and we will keep you appri sed.

PROFESSOR CHARO  Ckay.

PROFESSOR CAPRON: Alta, can | have just one -

- Marjorie, | think you have raised an interesting
poi nt, which is not -- with all respect to the contract
you have asked Jeff to do -- really a burden you shoul d

lay on him |If your understanding is the phrase
"legally effective consent” nmeans a consent form |
think it would be worthwhile having a nenber of staff,

or if you have to get another quick consultation froma
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| awyer to look at it, thinking back in the literature
on infornmed consent for treatnent, it is certainly true
that there is often a consent docunent but the | anguage
that cones to mnd that courts use in tal ki ng about
consent does not tal k about the docunent as such.

Sonetimes the docunent is evidence that what
was said was inaccurate and sonetines it is evidence
that is thrown back at the patient to say, "You did --
it was right here in the form" and now the question is
shoul d you have understood it fromthat |anguage.

But "legally effective consent” and "ethically
effective" or "acceptable consent” do not on the face
of it seemthat far apart.

PROFESSOR CHARO  Ri ght .

PROFESSOR CAPRON:  So a researcher coul d | ook
at the cases for you, though, and see if ny inpression
is wong. | nean --

PROFESSOR CHARO W are going -- Marjorie,
pl ease do not reply. W are going to allow you to
pursue that conversation privately during the break, if
you Wi sh, since it is about how to structure the
contract work and does not really need to be on the
record here.

W are going to break now and we are about

five mnutes behind schedule so we will return pronptly
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at 3:35 to hear fromDr. Schreck and Dr. Chin. Thank
you very nuch

DR MESLIN. Thank you, Jeff.

(Whereupon, at 3:20 p.m, a break was taken.)

PANEL 11: PRI VATE SECTOR RONDTABLE

PROFESSOR CHARO  kay. If we could pl ease
get started wth the private sector. |If we could al
get back to the table. | wll invite everybody to
pl ease end their conversations and cone back to the
t abl e.

Thank you very much

| would like to wel cone two peopl e when have
agreed to cone and talk with us about human subjects
research in settings that have not been extensively
di scussed until now where we seemto have primarily
focused our attention on the bionedical sector and
phar maceuti cal sectors.

W have with us two people: Dr. Richard
Schreck, who is the Secretary for the General Mdtors
Human Research Committee, and also Dr. Henry Chin, who
is the Vice-President for the Center for Technical
Assi stance at the National Food Processors Association.

Thank you both, gentlenen, for com ng.

| understand that sonme questions were

forwarded to you to give you an idea of the areas that
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the Comm ssion is particularly interested in so let ne
start by asking if you have any remarks that you would
like to make in reaction to sone of those questions and
after that we will open it up to a nore infornal
di scussi on back and forth between nmenbers of the
Comm ssi on and both of you.

Dr. Schreck and Dr. Chin, if you have any
prelimnary coments.

RICHARD SCHRECK, PH. D . SECRETARY,

GENERAL MOTORS HUVAN RESEARCH COVM TTEE

GENERAL MOTORS
DR SCHRECK: | do not have ny copy of the
replies but they are probably all there. | think the

general nature of what we said was that nost of the
work that we do -- the questions had to do with whether
we woul d be conducting our business any differently if
we were under the authority of the Conmon Rul e and the
nati onal scrutiny of the NIH or one of the other

agenci es.

And | think the general nature of ny replies
was that we pretty nmuch behave as if we were under the
rules for federal research and we probably woul d not do
much differently other than perhaps records keeping or
reporting publicly that we do not do right now.

PROFESSOR CHARO  Ckay.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

312

DR SCHRECK: But | think the nake up of our
commttee, our procedures, our infornmed consent,
paperwork and so forth, | believe, are pretty nuch
consi stent with what you use.

PROFESSOR CHARO  Thank you. And if you could
j ust doubl e check that your m crophone is worKking.

Ckay.
Dr. Chin?
HENRY B, CH N Ph. D, VICE PRESI DENT
CENTER FOR TECHNI CAL ASSI STANCE

NATI ONAL FOOD PROCESSORS ASSQOCI ATI ON

DR CHN | had not really prepared any
remarks and | have not had a chance to actually prepare
any witten coments for your questions yet but
generally the comments that we had for the questions
dealt with the fact that in terns of the use of human
subjects in research that is related to foods it really
falls into two areas.

One is basically very simlar to, | think,
what you have been tal ki ng about already, the
bi onedi cal ki nds of studies, which are under the
control of nedical facilities or health facilities.

And then obviously in the food industry we do
a lot of consuner testing for the food products and

there we do follow the principle of informed consent.
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W do screening of consuners to make sure that, you
know, allergies -- issues associated with allergies and

i nt ol erances are addressed.

But -- so that is kind of the general
franmework that we approach this -- the subject, human
subjects in research. And, | guess, aside fromthat |

think I will be glad to answer any questi ons.

PROFESSOR CHARO Let ne first offer Marjorie
Speers and opportunity to ask anything that foll ows on
to the questions that were delivered previously.

DR SPEERS. GCkay. | do not have any
gquestions to specifically ask in response to Alta's
guestion but what | thought it m ght be useful for both
of you to do for the Conm ssioners would be from your
respective fields if you could talk a bit about the
anount of research that occurs just to give us a sense
of how nmuch research that you m ght conduct, the types
of research. For example, Dr. Schreck and | had a
conversation about research involving living subjects,
research invol ving deceased subjects. You know, so the
types of research that you do.

And t hen whatever you could say about your
| RBs. Do your conpanies tend to have their own | RBs?
Do t hey use i ndependent |RBs?

Just give us a sense of the lay of the |and,
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if you will, before we ask sonme specific questions.

PROFESSOR CHARO.  Sure, Dr. Schreck?

DR SCHRECK: | will |ead off since you want
to know how we test nonliving subjects.

(Laughter.)

DR SCHRECK: W have -- we have been in the
busi ness doing this for about 25 years. W have only
done about 150 protocols over that tine so we are
really not a big IRBin terns of users. W probably
have two, sonetines three neetings a year

Qur board consists of typically about a dozen
peopl e, about six fromw thin the conpany and about siXx
fromoutside the conpany. The only people who have a
vote are the people who are extranural, no one from
I nside the conpany has a vote.

The intramural people are sinply there for
advice. They are scientists. They are physicians
wi thin the conpany. They are |egal people within the
conpany and they are there to see that things go
together properly but it is entirely the vote of the
extranural people that counts.

The extranural people consist of faculty from
t he nedi cal schools in our area, the University of
M chi gan and Wayne State primarily. They consist of

seni or people at sonme of the |large research hospitals
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| i ke Henry Ford hospital or Beaunont hospital in our
area or sone of the nedium sized hospitals.

They consi st of theol ogi ans, people like that.

W have currently soneone who is a Jesuit priest and
teaches ethics at one of the |local semnaries. And we
have a unitarian mnister who runs the Children's
hospital at Mchigan. She is the chief chaplain of the
hospital systemright now.

And those are the peopl e whose vote counts in
all matters.

Typically, we have our investigators wite a
protocol. |If they are doing the procedure internally
or if it is sonething jointly done with a nedi cal
school anywhere in the country, they will wite a
protocol. W nail that protocol to all nenbers on the
board at |east two weeks in advance for themto review
at their leisure.

Meetings typically take a half a day and we
typically do two or three protocols in four hours. So
we have probably at |east an hour for discussion

Wien there are researchers who are out of
state, we will connect wth themon a conference cal
and have them present during the tine that their
protocol is discussed as well.

It is an either up or down vote but they can
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al so say there are follow ng reasons why they do not
|i ke a protocol and send it back again and have it
revised but if they do not unaninously agree to the
protocol it is sinply not going to be done.

The general nature of our work consists of two
broad areas. One has to do with trauma research and
one has to do with toxicity and toxicol ogy kinds of
research

Trauma, of course, is preventing trauma and
trying to understand sonet hi ng about the bi onechanics
of the body and how it is injured and try to use that
to design systens within the autonobile to alleviate
t hose kinds of problens in a crash.

Toxi col ogy has to do with the effects of
autonobil e pollutants. It has to do with the effects
of air bag dust. It has to do with plastics and
chem cals that are used to nake the interior conponents
of the car and how to deal with nedical problens that
may arise fromthose kinds of exposures.

Recently there has been a |ot of interest in
sort of information processing kinds of studies, and
these are very interesting, and these are primarily how
we have been drawn fromstrictly private research and
doing the work with federal agencies. These involve

things |like not cell phone use itself but information
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overl oad, shall we say.

There are all sorts of wonderful gadgets now
that will tell you where in the world you are, what
street you are driving on and where the nearest
McDonald's is, and all sorts of things |ike that, and
t he question becones, you know, how nmuch information
can you safely deal wth.

For us, the question is when making a
selection frommany alternatives, what to incorporate
in a car and howto do it in a responsible way so that
we do not contribute to your driving task at the wong
time to make it an unsafe type of task.

There are also all sorts of wonderful space
aged things comng up on the horizon now invol ving
extrenely precise radar systens that can shoot right
down the highway and conputer sized information
processi ng systens that can reject dozens of false
targets comng at you every mnute, sign posts and
trees and things that look Iike they are in your path
but in another half a second they will not be in your
pat h.

Fromthat we can pick out real collision
events comng up and the question beconmes how do you
understand the best way to communi cate that information

to the driver. Do you want to put the brakes on
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automatically? Do you want to flash a light? Do you
ring a buzzer? Do you want to have a voice appear? Do
you want to use a haptic of sone sort?

So these are the kinds of things we are
begi nning to do and these are the kind of things that
we are working with the Federal Governnent on and
primarily the Departnent of Transportation, and they
review us again to nake sure we have a bi-gender nake
up of our commttee and so forth and are consi stent
with their thinking about what a proper commttee is.

So that is currently -- that is basically what
our commttee is all about and how it functions.

There is an informed consent formin every
case. Every inforned consent formhas a risks and a
benefits subsection. | think every one that | have
ever seen basically says that the benefit is you wll
get paid for your tinme and there is no benefit to you
personally for participating. You are only
contributing know edge.

The risks are described as vividly as they can
be and, if anything, | think the corporate | awer
I nsists that they be described nore vividly than nost
I nvestigators would be confortable with because he is
faced with defending these things should sonething go

wWr ong.
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The subj ect of cadavers canme up about 15 years
ago. Most early work in the area of bionechanics was
done primarily with uncl ai mred bodies. | nean
nationally this is where you first got material. This
is where we first | earned the conpressional breaking
strength of the fenmur and the cracking -- skul
cracking and the fracture information that we currently
know, et cetera. It was all done 30-40 years ago with
this material .

Twenty years ago or so this becane a sensitive
I ssue, studies on cadavers, and we deci ded t hat
cadavers should be treated |i ke all other human bei ngs
and there should be sonme sort of consent for their use.

And fromthat tinme on we have only used wlled bodies
so we do have a protocol. It is inportant -- again, as
with [iving subjects -- that the investigator describe
t he reason why you have to do anot her experinent and
cannot find this information in the literature. W
would like to know that first of all and then again we
only would use willed bodies for cadaver research.

PROFESSOR CHARO  Thank you very nuch.

Dr. Chin?

DR CHIN. | guess | should give you a little
bit of background first as to the organization that |

represent. | amw th the National Food Processors
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Associ ati on.

PROFESSOR CHARO | amsorry. Could you pul
the m crophone a little nore cl ose?

DR CH N  Sure.

DR DUVAS. Yes, because | am-- Rhetaugh is
havi ng troubl e heari ng.

PROFESSOR CHARO  Thank you

PROFESSOR BACKLAR:  Yes, so am|.

DR CH N Thank you

(Laughter.)

DR CHIN. Yes. | probably should start by
giving you a little bit of background about who I am
and the organi zation that | represent.

| amw th the National Food Processors
Associ ati on and NFPA is a trade associ ation that
represents the food processing industry. W operate
three research | aboratories: |In Washington, D.C, out
here in Dublin, California, which is in the East Bay,
and a | aboratory up in Seattle, Washi ngton.

VW, as a trade association, we do not -- we
are not directly involved in any testing that involves
human subj ects but we do operate a commerci al
| aboratory, a commercial testing |aboratory that has a
sensory testing group that does market research and

consuner taste panels, and that kind of thing.
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As | said in ny opening remarks, the food
I ndustry basically uses hunman subjects in two areas, as
| said. Oneis in the -- in those categories, which
basically fall into clinical studies. These would
i nvol ve the effects of trying to follow the effects of
nutrients or anti-nutrients on health, |ooking at the
health effects of either new or old food additives,
color additives, that kind of thing.

And there are studies going on in terns of the
assessnent of food allergies and intol erances, and
those are all -- those studies are all usually
conducted or are conducted in clinical settings in a
nmedi cal facility or under the control of nedica
research peopl e.

The ot her area that Ed nentioned was consuner

testing and, you know, that is -- obviously it is quite
wi dely used in the food industry. It is used in two
ways. | think nost of you are famliar with the type

of testing that we bring in consuners and ask themto
eval uate food products, what their likes or dislikes of
product s.

W al so have what are called trained test
panel s that are smaller groups of maybe half a dozen, a
dozen people, who we train specifically to recognize

certainly traits in a product, whether it be texture,
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certain flavors, certain odors, and what they try to do
-- what they do is to put -- to nmake those kinds of
measurenents nore objective, put it on sone type of

scal e.

In terns of the -- in ternms of the consuner
panel s that are run in the food industry, we -- our
conpany does that. W advertise for consuners to --
who are interested in doing this type of work. They
respond to a nunber. They call the nunber that we
provi de. W have a tel ephone answer -- people who
answer the phone who are then taken through a |ist of
gquestions in terns of trying to figure out their I|ikes,
their dislikes, the -- whether or not there are any
allergies or intolerances that have to be recogni zed.

And basically those peopl e who have all ergies
or intolerances are screened out of that process so
they are not brought in for taste panel work.

Then, in addition, the -- in the situation --
| noticed when | walked in at the end of the earlier
di scussi on when you were -- the question about mnors
or adol escents. oviously in the food business you
have a | ot of products that are targeted to a whole
range of groups but obviously sone are targeted to
chil dren and when products are -- when the taste panel

is -- includes children, there is a special consent
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formfor the parents for their children in terns of,
you know, making sure they understand what the products
are that are to be tested and that kind of thing.

In nost cases, since we are testing food
products, there is a protocol that is going to be
reviewed with the conpany that has requested the work.

If there is any question at all about toxicity we
have enpl oyed a toxicologist to reviewthe materials
that are in our study.

We have m crobiol ogists on staff because we
are dealing wth food products, you know, in terns of
| ooki ng at the m crobiological issues in terns of
whet her or not there is any potential for food borne
i1l ness in terns of inproper handling of the food
because sonetinmes we send the food product home with
the consuner. And, obviously, if that is the case, you
need to nmake sure that they understand how to handle it
If there are any issues associated with food borne
I 1l ness.

The -- if there are situations that involve a
food additive that is in the process of regulatory
approval, that is to say it is not currently an
approved food additive but this is part of the
information that a conpany is trying to get in order to

conplete the petition process, then that protocol wll
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also -- we will also use an independent review --
Internal review board in order to review the test
pr ot ocol .

So that is kind of our history with human
subj ect s.

PROFESSOR CHARO:  Thank you.

Menbers of the Comm ssion, do you have
guestions, comments?

Let nme start then if other people are still
cont enpl ati ng.

One of the observations about the current
system has focused on enforcenent. Specifically the
current system covers those people who receive federal
funds or are working with products that are regul ated
in a way that requl RBs certain kinds of independent
review and i nfornmed consent, et cetera, such as FDA
regul at ed pharmaceuticals and biol ogicals, et cetera.

So that the enforcenent that exists when
protections are not observed tends to be the w thdrawal
of federal funding or the w thhol ding of approval of a
pr oduct .

When one cont enpl at es extendi ng t hese
protections to the private sector where there is no
federal financing and no approval process contenpl at ed,

t he question arises what enforcenent nechani snms woul d
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be appropriate, if any, beyond those we are now
famliar wth. And they range in the proposal s that
have gone before Congress fromcrimnal penalties to
civil penalties.

And | wonder -- perhaps | will start with Dr.
Schreck, to the extent that your commttee reviews
protocols on occasion that do not involve coll aboration
with an otherw se regul ated person |i ke an investigator
at a nmedical school that has a federal assurance, what
has your experience been in terns of enforcenent of
t hese ki nds of rules?

| do not know if you have ever had the
occasi on of people not understanding themwell enough
to have foll owed the procedures or the procedures
having run into a snag, inadvertent or intentional.

But what has been your experience and what m ght you
suggest woul d be an appropriate kind of enforcenent
mechanismif this were to go to the private sector as a
general rule?

DR SCHRECK: Well, | really do not know t hat
much about enforcenment so | |eave that to you folks to
decide what it is you need to do to get people's
attention.

In our case, we are a very visible and

collectible entity and we probably spent a | ot nore
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ti me considering each one of these things than nost
academc institutions sinply because we really have to
be extrenely sure we do not do anything that is going
to hurt someone or is not justified.

W have never done a protocol outside the
scrutiny of the federal systemany differently than we
have within the scrutiny. As a matter of fact, we have
only really done things in the last three or four years
that are collaborative with the Federal Governnent so
of that 150 protocols, 147 of them have all been
privately done and we woul d not have done it any other
way.

| nean, this was done -- Bob Fraush was the
head of NASA when he cane to the research | abs and was
our Vice-President. Wen he saw that there was human
wor k bei ng done, he said, "You know, we have to set
this up the sane way we did at NASA " And t he
protocol was established in '74 and really has not
changed at all since then

| do not know what gets people's attention in
enforcenent. There are probably people in Washi ngton
that know a | ot nore about that than we do and what you
can practically put into place.

PROFESSOR CHARO  Dr. Chin, do you have

anything to add?



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

327

DR CHIN | guess, in general, nost of the

things that we are involved with do not involve federal

enforcenent. | nean, the activities that we are

involved with are -- you know, they are with foods or

approved -- nost usually with approved food additives.
Those tinmes which -- | guess when non -- not

yet approved food additives are being studied, you
know, those have to be reviewed by FDA in terns of, you
know, testing on human subjects.

PROFESSOR CHARO  The second thing | wanted to
ask actually is nore pertinent, | think, Dr. Chin, to
you. W have a situation now with regard to herba
renedi es and that famly of food supplenents. A
situation in which there is no | onger FDA regulation in
the formthat would resenble that of a pharnmaceuti cal

So we are left with what is currently kind of
FTC regul ati on of consuner advertising and clains, et
cetera.

Now a | ot of the kind of work you descri bed
struck ne as being the kind of nmarket research that
m ght well wind up being exenpted fromthe overal
human subjects rules that are devel oped under one
system or another but sonme m ght not.

And herbal renedies struck ne as one area

where they m ght not necessarily get the kind of



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

328

exenption that you m ght expect for a variety of kind
of , you know, taste preferencing kinds of things.

And | amcurious what difference it m ght nake
in the devel opnent of these products should there be
i nposed a general expectation that the devel opnent
process woul d be acconpani ed by the independent review
by a commttee of experts for the risks and benefits of
the use of the product, alternatives that people m ght
have for using different products rather than the one
that is being tested, and the whol e process of giving
I nfornmed consent under those circunstances.

DR CH N | guess, the whole issue of herbal
suppl enments and, also, dietary supplenents is --

PROFESSOR CHARO  Sure, that is a good
addition to the list, yes.

DR CHN Yes. | think we would agree that
that is an area that is certainly one of controversy.
W -- you know, | think that -- well, | really cannot
speak for herbal supplenents and dietary suppl enents
because we are not involved with that and they have --
they are not directly involved with what | woul d cal
the mai nstream food industry for the nost part.

So | do not knowif | -- you know, if | should

PROFESSOR CHARO | amsorry. Wuld it be
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fair to say then that your trade associ ation does not
I ncorporate within it the conpanies that are nost
directly involved in the devel opnent and manuf acture
and sal e of those products?

DR CH N That is correct. | nean, we are
mai nly the maj or food processing conpanies, the -- you
know, the Canpbell's Soups, the General MIls, the
CGeneral Foods of the world as opposed to conpanies that
manuf act ure herbal suppl enents.

PROFESSOR CHARO  Ckay. Well, then in that
case perhaps the gquestion was poorly placed.

Ber ni e Lo?

DR LO | would like to ask a question of
both of you. As we think about the federal
regul ati ons, we have heard a | ot of suggestions that in
sone areas sone of the regulations do not seemto be
maki ng much sense or are counter productive or
what ever .

| was going to ask you in your experiences are
t here places where you find the federal regul ations
either to be problematic or not applicable to the type
of research you do or in need of sone inprovenents in
any way?

DR CHN Wll, as | said, | think in -- nost

of the things that we do, we do not -- we do not fall
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under the federal regulations and, you know, | think in
terns of the types of consuner testing that we do, | do
not quite know how we would inplenent -- first of all,

| do not know what kind of shape -- what kind of forma
regul ati on woul d take and then obviously how that could
be transfornmed into a situation where potentially you
do have, you know, thousands of people doing a test in
many di fferent |ocations. So, you know, in terns of

t hat aspect of our research | really do not know where
the federal regulations could work or howit could

wor k.

PROFESSOR CHARO Do you have any fol | ow up
wth that, Bernie?

O her questions, comments?

DR MESLIN. Dr. Schreck has --

PROFESSOR CHARO Onh, | amsorry.

DR SCHRECK: | think, as | said, we really do
not do that nmuch and so | do not know that they would
be nuch of a problem W try to follow them anyway
even when we are not required to because, | think, they
gi ve us good gui dance as to what to do.

Once in a while you catch an overly
ent husi asti c researcher who wants to go do too nuch and
has not done his literature well anyway and so | think

the guidelines are protective for us even when are not
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required to use them

PROFESSOR CHARO Al ex?

PROFESSOR CAPRON: | think if there were IRB
chairs fromaround the country who had heard your
testi nony nost of themwould be salivating, Dr.

Schreck, at the resources which are apparently
available in terns of tinme principally and obviously
the very high quality of participants you have in your
process.

You have spoken of roughly 150 research
protocols over a 10 or 15 year period, is that correct?

DR SCHRECK:  About 26.

PROFESSOR CAPRON: A 26-year period. So half
a dozen a year on average or sonething in that range.

O that, do you have a sense of how many were
ones which needed to be revised and, correlatively, are
there any that involved such a |ow | evel of risk that
you felt that there was a neans of admnistrative
approval that was acceptabl e?

DR SCHRECK: That is a good question and |
think it is one of the cooments that was on your
question sheet. Do we need guidance in any area? And
| would say de mnims risk is one area.

Those typically -- those questions cone to ne

and | decide whether there should be a protocol review
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or not. Historically, we have had studies of the
visual effects of air pollutants where people sit in a
roomand | ook at slides of Los Angeles' air quality on
different days of the nonth and that is a de mninms as
far as | amconcerned. You know, | do not -- you know,
eating in the cafeteria and | ooking at slides that are
noncontroversial, those -- | pass those as de m nims.
| send thema letter and say you do not need a review.

PROFESSOR CAPRON:  And that is not included in
t he 1507

DR SCHRECK: That is not in the 150 so they
do have to ask because we have had faculty nenbers from
M chi gan who say you cannot show slides at the
University of M chigan because sone faculty have
slipped in sonme pretty off color things and have gotten
all sorts of excitenment going and parents' letters and
what have you. And, you know, slide showing is not de
mnims in an academ c surrounding but it is if you are
| ooki ng at pictures of Los Angeles' air.

So, if anything, it would help us to --

PROFESSOR CAPRON:  That is what we think of
our air in Los Angeles, it is de mnims.

(Laughter.)

DR SCHRECK: It would help us to get sone

better definitions of what is de mnims risk. | nean,
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| consider driving on the highway in a normal passenger
car to be a known and accepted risk. W would not have
a protocol if you were just driving a standard
production autonobile in a standard road course. You
start fooling with the braking systemand so forth, and
now you are experinenting, you know, then it is no
| onger a standard acknow edged ri sk.

PROFESSOR CAPRON.  And on the other half of ny
guestion, about what nunber out of the 150 went at
| east twice around? That is to say he had probl ens
with the design sufficient that you had to ask for a
second revi ew.

DR SCHRECK: Cnh, | would say when you get new
I nvestigators sonetinmes -- | would say maybe 20 percent
or so you basically said, you know, go back -- maybe
not even that. Maybe 15 percent. You would send them
back for, you know, do this, do this. Oten tines they
do not understand how to draft informed consent well.
W send them back for that.

W send them back -- the subject of wonen in
research has troubled us for a long tine and we did a
| ot of "nen only" studies and now we are trying nore
and nore to do wonen studi es and so you send them back
and say, "Wy don't you want wonen in the study?"

"Well, usually fetal protection.”™ "WlIl, could you
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t ake wonen of child bearing age if you knew t hey were
not pregnant?" "Sure. Howcan | tell they are not
pregnant ?* "Ask them and you test them"

(Laughter.)

DR SCHRECK: So we just recently did a
wonder ful study on the provocation effects of air bag
dust on causing asthnmatic attacks and we had wonen in
t hat study because we went back and we nmade t hem do
that, and they ended up testing a | ot of wonen of child
bearing age. |In fact, they ended up telling one young
| ady who did not know it that she could not be in the
st udy.

PROFESSOR CAPRON.  She was pregnant.

(Laughter.)

DR SCHRECK: Wi ch caused a great deal stress
for all the investigators that norning.

PROFESSOR CAPRON:  Yes.

DR SCHRECK: But that is the story of thing
t hat does get revi ewed.

PROFESSOR CAPRON:  Thank you.

PROFESSOR CHARO. Dr. Schreck, | understand
that you are not subject to the federal regulations in
many cases, nbst cases, even though you choose to
foll ow nost of them anyway.

What is interesting to nme in the reply you
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just gave is that although there are sonme categories of
research of de mnims risk that do not require fully
commttee review and instead only the sign off by the
adm ni strator of the conmttee is necessary, in other
cases de minims risk signals the ability to do
research without all of the formal requirenents of

I nformed consent but commttee review is nonethel ess
required.

So that if the existing federal rules as they
are witten were to be extended to the private sector,
It mght actually increase the nunber of protocols that
woul d have to cone to your commttee rather than going
t hrough you or sonebody in your position as a nore
adm ni strative kind of matter

How m ght that affect your ability to handle
the scale of the work agai nst the resources that you
have as well as handl e the question of people feeling
like their time was well spent in the reviews that they
were asked to do?

DR SCHRECK: A good two part question, yes,
because | think in terns of the extra work | oad on us,
It would be no problemat all. | get a de mnims risk
every other year or sonething like that. You know,
maybe one.

| think the commttee would feel their tine
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was wasted review ng a protocol over soneone who was
sitting in a darkened room | ooking at slides of Los
Angel es' air. They woul d say, you know, "Wy are you
taking our tinme? You know, we have all got real jobs
and we are com ng here and you are paying us | ess noney
than we nmake in our clinical practice. | am spending
four hours with you today and | shoul d be doing
sonething else.” | think that would be a probl em

PROFESSOR CHARO  Davi d?

DR COX: Yes. To followup on sort of your
own suggestion because we have westled with this a | ot
on the Comm ssion, which is how you define de mnims
risk.

DR SCHRECK: That is what | could use sone
hel p on.

DR COX: So we do, too. And so how would you
define it?

DR SCHRECK: Well, | suppose the de mnims -
- | guess the definition would be that the risk is so
low that it is no different than what you are exposed
to in your every day life, whether it is eating at the
cafeteria, driving to work. The sorts of things that -
- the kind of risks that you know and acknow edge and
are willing to get out of bed and take every norning.

If a program-- a protocol involves deceit, we
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woul d al ways run that and rehearse those peopl e through
what you need to do if you deceive the subjects for a
pur pose and the comm ttee understood the purpose

bef orehand and then you went back and debriefed them
afterwards, and recaptured their confidence. W would
al ways review a protocol |ike that.

And anything with a possibility of a greater
risk than that | think would have to be revi ewed.

PROFESSOR CHARO. Just a clarification. Wen
you say the risks of every day life, are you talking
about kind of a national average, a |ocal average, or
of the particular subject you are recruiting?

DR SCHRECK: | guess we are talking
nationally about what it is like to live in Anerica.

PROFESSOR CHARO  Ckay. Marjorie?

DR SPEERS. | have --

PROFESSOR CHARO Onh, | amsorry.

DR COX: Can | just say that is extrenely
hel pful ? Thanks. Because the -- these kind of
practical issues from-- answers fromthe real world, |
think, will serve this Conmission in very good -- a
forumfor comng up with useful recommendati ons.

DR SCHRECK: For our purposes, if we go out
and nodify the way a brake systemworks -- now there

are all sorts of smart braking systens that can tell
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you, you are about to hit the -- slow you down before
you hit the car in front of you and what have you

That is no longer de mnims risk. It is not the way -
- if you drive to San Francisco, take a rental car out
of the lot and drive it, that is the way a car shoul d
drive. You understand that it behaves the way all 100
mllion of them do.

You start playing around with that, you are
pl aying around with this person's interaction with that
pi ece of machinery and he is going at hi gh enough
speeds. There is a lot of kinetic energy involved and
you can get hurt so you are no | onger working agai nst
t hat background at basel i ne.

DR COX: Ckay.

PROFESSOR CHARO  Ckay. Marjorie?

DR SPEERS. Yes. | have two questions. One
is do you do studies that involve the use of nedica
records and, if you did, would that be the type of
study that you would put through an IRB for revi ew?

DR SCHRECK: W have done sone investigators
at a university and they were doing a lot of work with
al cohol and drug blood levels. So this did get
I nvol ved in energency room bl ood sanpling and record
keepi ng, and certainly that goes through because it has

to do with privacy and it gets to be very sticky
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because the police have access to that data or they can
want to get that data. So that was a very difficult
revi ew.

DR SPEERS. GCkay. M second question is when
you tal k about follow ng the federal regulations, could
you clarify which federal regulations you follow? |
ask that question because when we tal k about the Conmon
Rule, that is 45 CFR 46 Subpart A, there are -- the 45
CFR 46, which includes four subparts, A B, C and D,
and | just wanted to get a sense so that we are cl ear
on when you tal k about federal regulations what it is
that you are follow ng.

If it is, for exanple -- just to help you a
bit -- if it is what the Departnent of Transportation
requl RBs that you follow, that would be their Code of
Federal Regul ations or it would be the Comon Rul e.

DR SCHRECK: That is really what we are
following is the Common Rul e as expressed by U. S. DOT.

DR SPEERS. (kay.

DR SCHRECK: Which is 45. | do not know. W
set it up on 45 CFR whatever 20 sonme years ago because
that was what was in existence at that tine.

DR SPEERS. (kay.

PROFESSOR CHARO. O her nenbers of the

Conm ssi on?
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DR CASSELL: Well, | just have a -- | nean,
one nice thing about being on a panel is you learn
things. Wo contributes their body to autonobile --

(Laughter.)

DR CASSELL: -- crash research? Where do you
get those bodies?

DR SCHRECK: Those willed bodi es?

DR CASSELL: Yes. W0 does that?

DR SCHRECK: The State of M chigan | ogs on
t he back of your driver's license if you want to donate
your body to nedical research and --

PROFESSOR CHARO. Ch, it is considered nedical
resear ch.

DR CASSELL: And you get it, too? You get it
or the nedical school will get it.

DR SCHRECK: If we are working with that
medi cal school they may harvest other parts out for
ot her purposes and you may end up taking --

DR CASSELL: You nean | could end up driving
an A dsnobile even --

(Laughter.)

DR SCHRECK: You may end up taking a short
ride on a very fast sled.

(Laughter.)

DR SCHRECK: Mdst of that work -- | think
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nost of that work is behind us. | do not believe there
s much to be | earned about what it takes to break a
femur or crack a skull.

PROFESSOR CHARO  Eric, | have got to thank
you because | was dying to ask that question.

DR CASSELL: Yes.

(Laughter.)

PROFESSOR CHARO It is not just ne.

Q her menbers of the Comm ssion?

| did have one or two quick ones, | think, for
Dr. Chin, if I may, and then if other nenbers of the
Conmi ssi on do not have any further questions we may
conclude this a little bit earlier than we antici pated
and take a very short break while we get Don Chal ners
on the phone in Ml aysia.

Dr. Chin, as you may have noticed, there has
been a bit of controversy worl dw de about genetically
nodi fi ed foods.

DR CHN Wat is that?

(Laughter.)

DR SCHRECK: It is GM

(Laughter.)

DR CHN On GM

(Laughter.)

PROFESSOR CHARO  You understand this is why
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you are here together, right, for GV and food.

| found nyself wondering, again in a
theoretical world in which your industry was now
regulated in a way it currently is not with regard to
certain kinds of research on food preferences and
tol erances, et cetera, et cetera.

How you i magi ne your industry mght structure
Its discussions of risks and benefits when there is a
di sconnect between risks that have been identified in
the technical literature versus risks that are
per cei ved or feared by the consuners?

It is a question and, in fact, Professor
Capron actually wote on this 20 years ago in the
context of nedical care about kind of point of view and
whose point of view controls the information delivery.

DR CHN | think given the current climte
or debate in terns of GM foods, we would consider, you
know, testing that involves GMfoods in the sane |ight
as dietary preferences. That is to say if you are
doing testing on -- in terns of doing the screening,
when you are screening your consuners in terns of, you
know, do they have allergies, do you have intol erances,
do you have religious objections to any type of diets.

I think those would -- that kind of thing

woul d go into the prescreening. You know, so obviously
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i f someone says that if they -- for whatever reason --
t hey have an objection to genetically nodified foods,
they woul d be screened out of that process, you know,

I f that type of product was going to be used, and if
you are going to be testing a genetically nodified
tomato it would be, you know, ethical to let your
consuners know that that is involved and go through a
screening process, | think, to screen out those people
who have those types of objections for whatever reason.

PROFESSOR CHARO:  Davi d?

DR COX: Yes. Actually your discussions nade
me think of --

PROFESSOR CHARO M crophone, Davi d.

DR COX: -- of a scenario that | do not know
the answer to and actually it is sort of for both of
you. It is do you ever use the sanme subjects nore than
once in nore than one type of situation or is it al nbst
al ways you go out and you get a different cohort of
peopl e, but are you -- do you have a reason or do you
go back to the sanme people for whatever reason?

DR CH N Well, | guess speaking for the
| aboratory that I aminvolved wth, they have a pool
of, | believe, sonething |ike 40,000 people in our
geographic area and those are -- that pool is

characterized accordi ng obviously to age, gender, types
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of preferences but | think it is possible -- | nean,
there is no process to elimnate people.

Say if we brought you in once to eval uate
sal sa and you |i ke Mexican food, we are not -- there is
no reason not to bring you in to eval uate anot her type
of, let's say, Spanish rice. Ckay. So there is no
Intent to exclude people on the basis of the anount of
participation that they have had.

DR COX: But to put that a different way, if
sonebody |ikes salsa do you actively recruit themto
test Spanish rice?

DR CHN  Yes.

DR COX: (kay.

DR CHIN As a matter of fact, yes.

DR SCHRECK: W generally do not re-recruit
peopl e. However, if we have found a special category
that is very, very hard to find subjects for and we
have found a special subject -- | will give you an
exanpl e.

Wiile we were studying the effect of air bag
dust that is generated when the bags inflate on
asthmatics, we found that generally in the U S
popul ati on about 40 percent of asthmatics are sensitive
and have responses to air bag dust and about 60 percent

do not. When we found these people we wanted to find
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out why.

DR COX: Exactly.

DR SCHRECK: Was it the pH? Ws it the dust
level ? Was it an ion that was in there?

DR COX:  Yes.

DR SCHRECK: And we went back to the
manuf acturers of the inflaters and we said, "W want
you to nake a new inflater that has the sane
characteristics but has no sodiumin it." And they
made a dozen of those things.

W actively sought those people and said, "W
know it was unpleasant. W wll have the doctor there
right outside the car the next tinme again. W want you
totry a different bag that has no sodiumin it and see
If it was the sodium" So in that case we did go back
a second tine.

PROFESSOR CAPRON.  Was it?

DR SCHRECK: No, it is not the sodium It is
the -- well, of course, the pHis about 11.5 and it is
a mcron aresol and you can inmagine a m|lligram of
11.51 mcron aresol just penetrates right through al
your respiratory defenses and goes right to the
pul nonary ar ea.

It was the dust level. |If you get the dust

| evel down bel ow 200 m crogranms per cubic nmeter and you
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will not have an attack.

PROFESSOR CHARO  Bill d daker?

MR OLDAKER. Dr. Chin, so that | m ght
understand a little bit better, when your conpanies
that bel ong to your association test a food ingredient
that FDA has not listed as generally regarded as safe,

a new additive, do you test those on human subj ects,
or how do you go about -- how do conpanies -- | realize
the trade associ ati on does not do that -- how do the
conpani es go about getting FDA to approve those for a

food additive?

DR CHN Well, |I nean, that -- basically the
food approval -- the food additive approval process is
a multi-step. | nean, it includes the chem cal

characterization, the requisite toxicology tests, and
then |i ke obviously in the case of sonething like
A estra, you know, they then did sonme human studies.

So the human studies are, in essence, the |ast
step of the process and it is probably also part of the
process in terns of consuner acceptance. You know,
after you have gone through the toxicol ogy and
determ ned that there is no risk to the consuner, it is
at that point that you do a tastes panel and | think at
that point is then when they start to do -- to

determ ne what -- recognize what sone side effects
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m ght be. | do not know if that answers the question.

MR. OLDAKER: And those studies are regul ated

by the FDA --

DR CH N Yes. | nean, those would be done
in --

MR, OLDAKER. -- as far as human subjects.

DR CHIN: Yes. WlIl, those types of studies
woul d be done under a clinical situation setting.

MR OLDAKER R ght.

PROFESSOR CHARO O her -- well, | think as a
potentially final question | would be remss not to ask
you to coment on these sane issues in a transnational
cont ext .

To the extent that you have, in fact, overseen
or have been involved with people who oversee hunman
subj ects research, what, if anything, has been done
differently when there has been a coll aboration across
nati onal borders and if you have no experience with
that, feel free to just contenplate what it woul d be
like if you were to work across national borders and
specul ate as to what m ght have been done differently.

This is like -- you know, it is |ike To Tel
the Truth where the three contestants were al ways
| ooki ng at one another and they woul d both begin to go

up and down.
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DR SCHRECK: W have not done anyt hi ng
outside the country. However, we worked very hard at
trying to set up air quality pul nonary studi es about 10
years ago in a nunber of other countries where air
quality was extrenely bad and contai ned the sane kinds
of chem cal problens that our air has and we were
anticipating that as these countries cane on |line we
woul d see an order of nagnitude inprovenent in air
quality and be able to use these people as their own
controls.

Unfortunately, for various reasons and
nobody' s country wanted to cooperate with us, so the
studi es were never done.

But basically we | ooked around and t hese were
Second World countries I would say who were com ng on
line. W |ooked for people who were graduates of U S.
medi cal schools who were practicing or at universities
in those countries and tried to see if we could find
that kind of coll aboration.

PROFESSOR CHARO  But, for exanple, with your
air bag studies concerning asthnma attacks, since the
cars that you manufacture are going to be sold w dely
around the world and not just in the U S and, indeed,
you probably could list the five non-U.S. narkets that

are the largest for your cars or those kinds of air
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bags, any interest, need, specul ation about running
simlar sets of tests to see if the popul ati on of
asthmatics there agai nst the backdrop of pollutants and
ot her environnmental conditions there would vyield

di fferent conclusions about what is a safe |evel of
dust or an optinmal |evel of dust?

DR SCHRECK: No, differences internationally
probably have a lot less to do with -- you know, given
the concentrations of materials you are dealing with in
a cl osed car, whatever your background air pollutants
are in Brazil, are mninmal conpared to what you are
bei ng exposed to at that tine.

| think generally the need for studies are
different in different countries and what they require
are different, and that is probably an overriding
factor as to what you are going to use. You are going
to have various other regulations. It is a funny thing
but science does not seemto be the sane in all the
countries of the world that practice it. Have you
noticed that? Qherw se, we woul d probably cone to a
common level of air quality control and certain crash
performance standards for cars and yet they seemto be
different in all sorts of places.

And so those m ght cause a need for study but

then again laws are different in different countries.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

350

I n European countries you have a type of approval when
t he Federal Governnent decides that everything | ooks
wel | done and what have you, they basically give it a
stanp of approval and you do not need to do testing
beyond that. So there is no notivation to go ahead and
do any nore than that.

PROFESSOR CHARO:  Dr. Chin?

DR CH N The only circunstance that cones to
mnd is a slight variation upon, | guess, maybe what
you are asking. The circunstance that cones to m nd
nost recently is that we were involved with a situation
where a conpany wanted to bring a product into the
United States. It was basically a product that was on
the market in Europe or it would be simlar to a
product that is a product in Europe and what they
wanted to do was to eval uate how Aneri can consuners
woul d like this particular product.

And so they would have to have -- but it was
going to be slightly different fromwhat was actually
on the European nmarket so they were going to have to go
t hrough a special production run and so the kinds of
I ssues that arose there was to nake sure that in terns
of the production it satisfied all of the requirenents.

It happened to be a can product -- that it

satisfied all of the FDA requirenents in terns of
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safety and that we would be confortable with -- that
t hey woul d not present any hazards in terns of food
borne illness and that was what we were primarily

| ooki ng at.

So it is not quite the sane thing as you were
aski ng.

PROFESSOR CHARO Al ex?

PROFESSOR CAPRON:  Bot h of you descri bed
nmechani sns for review of protocols and standards for
that that are, as far as | can see, very close to, if
not identical to that which would exist in a federally
sponsored resear ch.

Three years ago the President declared his
view that all Americans should have the protection if
they are research subjects of those kinds of standards
and our Conm ssion when | ooking at an area where there
was a good deal of actual or potential private
research, nanely human cloning wwth the potential for
fertility clinics if there had been a boomto go in
this direction being likely sponsors since the Federal
Governnent was not going to be a sponsor, went on
record as saying that we thought there was value in all
research, enjoying what are sonetines referred to as
the triple protections of infornmed consent,

ri sk/ benefit assessnent and prior review by a review
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boar d.

And | wonder whether if you were speaking to
others in your fields, other autonobile manufacturers,
ot her people involved in foods and the Iike, you would
say that you think, indeed, all research that is
privately conducted shoul d adhere to the kind of
standards that you have chosen to adhere to.

DR CHIN | think in terns of the kind of
work that we do and interactions that we have had with

conpani es that have been clients of the work, the issue

has been a question of legal liability and so those
ki nds of issues -- the points that you have raised,
whether it be -- in spite of the fact that a sponsor at
this point -- | think people have undertaken to do that

in order to protect thensel ves against the | ega
liability that woul d be associated with this type of
testing.
And | guess that is the primary notivation for
-- one of the primary notivations for doing the
I nformed consent and doing the reviews and, you know,
t hose kinds of a -- undertaking those kinds of actions.
PROFESSOR CAPRON:  Right .
Dr. Schreck?
DR SCHRECK: Yes, | agree. | think that

getting outside the auto industry even, | think to any
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Fortune 500 conpany would certainly not go in for these
ki nds of testing wi thout follow ng these kinds of rules
either. | think that they understand that they have a
certain liability. They would not want to do the wong
thing and these woul d give them sonme gui dance as to
what they ought to be doing.

PROFESSOR CAPRON: | guess the question that
we face as a Conmi ssion is whether we ought to
reconmmend that such requirenents be nade part of al
such research. There are obvi ous questions about
whet her the Federal Governnent has the authority to
command t hat outside those areas which are subject to
regul atory approval |ike drugs or devices and the |ike.

Per haps food stuffs.

But whether -- to get to the ethical issue
underlying it, whether these are standards that are so
basic that it really -- we ought to live in a society
I n which anyone who is recruited into research has
those protections and | understand the answer woul d be
when you are | ooking at the kinds of conpanies you are
tal king about, they are going to do it because they
woul d fear that if they do not do that they are going
to harm people in ways for which they could end up
bei ng made | i abl e.

| guess ny question cones at it fromthe
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ethical side rather than the | egal side of whether

t hese are the kinds of norns which would be reasonabl e
to expect because they are the sorts of results and the
sorts of protections that we woul d want everyone who is
recruited into research to enjoy.

And | do not know if you can respond as to
your eval uation as people who follow these rules and
t hi nki ng about whether they really ought to be things
whi ch everyone foll ows.

DR SCHRECK: Do we have any know edge of how
extensive this area of research is that is beyond the
purvi ew of the Common Rul e?

PROFESSOR CAPRON: Wl |, you know, one of the
problens is that we do not have that know edge even
about research which is covered by the Coomon Rule. It
remains an issue and it is sonmething that | have
personal ly thought it is hard for the Federal
Governnment to make this a commandnent to others on the
basis that you see we require it here and | ook at all
the good it does when we do not know -- no one coul d
gi ve you either the nunerator or the denom nator on the
nunber of people involved and the nunber who suffer bad
consequences or the nunber who are in protocols that
shoul d not have been approved or the nunber -- | nean

what ever fraction you want to do, we do not know
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because we do not have those dat a.

There is a sense that if the agencies all got
on the stick about this they m ght be able to say,
"Well, at least as to research we fund, if not research
that we regul ate, we have sonme sense of how nany
protocols there are,"” and we coul d ask researchers to
report back, "Well, how nany people did you actually

enroll in the last year," and so forth but it has not
been done.

But as to the others, there is even a bigger
shrug in saying, "Wll, how would we know? | nean, how
many people are in all these different studies that
di fferent people are conducting?" And maybe that is a
reason for saying that we should not bother or try to
regul ate it because it would be so hard to get our arns
around it or it mght be a way of saying, "Cee, we
woul d feel at |east nore conforted if we knew how many
studies are going on." But | do not think there is an
answer to your question as to the federal nuch |less the
nonf ederal research.

DR SCHRECK: | nean, to sone extent Anerica
I s an unusual place because we nake up |laws after
sonet hi ng goes wong and we assune that there is sort

of a clear background space in which there are no | aws

and we just sort of fit themin as we need them as
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opposed to other countries that set up general |aws and
try to fit circunstances within that |egal code.

To sone extent to nake a rule before we knew
there was a problemwoul d go agai nst that sort of
phi | osophy of |aw maki ng.

On the other hand, the conpanies that you talk
about that are not the Fortune 500's, the start up
conpani es that are doing genetic material and what have
you, are probably the scariest practitioners of all.

So that is not an answer to your question

either but | can see your concern.

PROFESSOR CAPRON: | think it is very --

PROFESSOR CHARO And on that -- | amsorry.

PROFESSOR CAPRON:  Yes. Well, | think -- just
to finish the answer to your question. | think it is

fair to say that the cases that have been enunerated to
us where nonfederally funded research was done w t hout

the kinds of reviews that we are tal king about, are to

the best of ny recollection -- others nmay recall other
cases -- within the bionedical area and they were
sinmply people -- practitioners or otherw se -- who

stepped into doing sonething that seens to an outsi der
clearly to have been research w thout bothering to go
t hrough any of these steps.

So they are not so nuch the exanpl es of things
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fromthe entrepreneurial side, as it were, but we do
not know whet her those exist.

PROFESSOR CHARO On that note, | amgoing to
t hank you both for having cone and educating us about a
sector that we had not really discussed very much
before. 1t is very nmuch appreci ated.

And | amgoing to ask the Comm ssioners to
pl ease cone back in eight m nutes-and-47 seconds, which
according to Eric's wistwatch woul d be at 4:45.

W wil use the intervening tine to get Don
Chal mers on the tel ephone.

Thank you very nuch.

(Whereupon, at 4:36 p.m, a break was taken.)

PANEL 111: ALTERNATIVE MODELS

DR MESLIN Donald, can you hear ne? It is
Eric Meslin.

PROFESSOR CHALMERS: Hello. You are a little
bit faint.

DR MESLIN. Ckay. Donald, we are just about
to reconvene. | just wanted to nmake sure that you
could hear ny voice. Can you?

PROFESSOR CHALMERS: Yes, | can hear you

DR MESLIN Well, that is the only voice you
have to hear right now since we are just com ng back

froma break
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PROFESSOR CHALMERS: CGood.

PROFESSOR CHARO  Most peopl e are not back. |
wonder if we can -- could you please go out, thank you,
and try to round people up?

For the Comm ssioners that are in the room if

| can encourage everybody to join us, we will let
Prof essor Chalners -- what tine is it for you, Don?
Donal d?

PROFESSCR CHALMERS: Hello, Ata?

PROFESSOR CHARO Hey. Wat tine is it for
you?

PROFESSOR CHALMERS:. You are very faint.

PROFESSOR CHARO. Donald, what tine is it for
you?

PROFESSOR CHALMERS: Ch, it is only a
beautiful quarter to 8:00.

PROFESSOR CHARO  Quarter to 8:00 in the
nmor ni ng?

PROFESSOR CHALMERS:  Yes.

PROFESSOR CHARO.  You are in a whole different
pl ace.

(Laughter.)

PROFESSOR CHARO. W are at the end of the
day. Be nerciful to us.

PROFESSOR CHALMERS: How have you worked on



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

359

t oday?

(Laughter.)

PROFESSOR CHARO W had a few fireworks at
certain points.

Ckay. | think we have all gathered back in
the roomagain. | amgoing to turn the m crophone over
to Eric for just a nonent.

PROFESSOR CHALMERS: Thank you.

DR MESLIN Donald, greetings and wel cone to
the Comm ssion neeting. This sounds a bit formal since
| had spoken to you just briefly but I did want to
extend the Comm ssion's thanks to you for taking tine
out of your schedul ed vacation and al so for your
extrenely conprehensi ve paper that the Conmm ssioners
have been provi ded.

Harol d Shapiro, the Chair of our Conm ssion,
extended his regrets that he was not able to be here to
hear your presentation but he has read the paper and
has a nunber of comments.

For the Comm ssion's benefit and just as a
matter of housekeepi ng, we have asked Prof essor
Chal mers to just give a very brief, no nore than ten
m nute, overview of the paper that he has provided
summari zi ng what we believed were the key poi nts about

the Australian research ethics system
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It is a draft paper and there are
opportunities for expansion and additional points that
need addressi ng.

Let nme just briefly introduce Professor
Chal ners, who is the Dean of the Law School at the
University of Tasmania, and he has just conpleted two
three-year terns as the Chair of the Australian Health
Et hics Conm ttee about which you will hear nore. |
know t hat Professors Charo and Capron, who know
Prof essor Chalners quite well, will agree with ne that
It is quite a privilege to have himw th us, both | ong-
distance and in witten form

So, Donald, with that introduction, there are
about 10 Comm ssioners in the room a couple also on
t el ephone, there are nenbers of the public and our
staff here in sunny San Francisco, and it is the end of
the day on Monday, and that is the orientation that you
need so with that | would like to invite you just to
gi ve your few brief opening remarks before we then turn
It over to Conm ssioners for sonme questions.

DONALD CHALMERS, LL. B, . CHAlI RVAN
AUSTRALI AN HEALTH ETH CS COVM TTEE

EACULTY OF LAW UNI VERSITY OF TASVANIA
PROFESSOR CHALMERS: Well, thank you very

nmuch.
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Thank you for the invitation to speak with the

Nat i onal Bi oethics Advisory Comm ssion and, of course,
a wel cone to those nenbers of the public who are
present today.

| think it is a very healthy feature of the
Anerican systemthe way that you have these neetings of
your Conm Ssi on open

You have asked ne very briefly to address the
overall Australian research ethics system It is
actually very close to the Anerican systemwth,
think, sone local differences. | have in the paper
tried to explain that we have a three-tier system
have tried to devel op that because | think it is
I nportant that we realize that the researcher who
carries a primary responsibility for ethical
consi deration and responsibility for protection of
research subjects, | think in this country there have
been at tines feelings anbngst the researchers that
they are not trusted and that we have quite
deliberately in our new national statenent on ethical
conduct in research involving humans reasserted at
vari ous places the responsibility that the researcher
carries towards the design of the project and the
ethical responsibilities to the research partici pant.

Secondl y, we have human research ethics
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conmttees. These used to be called Institutional
Ethics Commttees and are directly conparable with the
U.S. Institutional Review Boards.

W introduced Ethics Review Conmttees about
the sane tine that the United States introduced them
followi ng federal legislation. W were aware of the
devel opnents in the United States but it followed a
slightly different path, which I will follow later, but
there are direct conparisons.

The difference, | suspect, is that at a third
| evel we have a national body called the Australian
Heal th Ethics Committee, which has a nunber of specific
responsibilities within the system Notably, the
Australian Health Ethics Commttee has sole
responsibility for the devel opnent of guidelines for
t he conduct of nedical research. That is a power which
is conferred by Coormonweal th Statute. Conmonwealth is
our federal parlianent, and it al so has a nunber of
ot her associ ated responsibilities towards devel opi ng
heal th guidelines. But in specific terns it has sole
responsi bility for the devel opnent of guidelines for
et hi cal conduct of nedical research. So nuch so that
It is the Australian Health Ethics Comm ttee which
actually carries out the consultation

Those guidelines are then sinply presented to



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

363

the National Health Medical Research Council, which is
t he governing body within which the Australian Health
Et hics Conmttee is situated. The NHMRC cannot al ter
or change those gui del i nes.

And then finally the guidelines are laid --
they are formally presented to the Federal Commonweal th
Parliament for 15 days, which is the usual procedure,
and then those becone binding within the system

So that is our three |ayers, so to speak

The other introductory remark | would like to
make about the Australian research situation is one in
realizing that we are not a nonregul ated system |
bel i eve there are occasions when | think the Australian
systemis described as entirely self-regulatory. That
woul d have been absol utely correct about 1990 but over
the | ast decade greater amounts of |egislation have
been pronul gated whi ch inpact on our systemso | think
It 1s correct nowto describe the Australian system as
a hybrid or mxed regulatory, self-regulatory system

Per haps the nost inportant change was the
Nati onal Health and Medi cal Research Council Act in
1992. That is a Commonweal th piece of |egislation,
whi ch brought the NHVRC froman entirely self-
regul ati ng organi zation into a formal regul atory

institution which has reporting responsibilities to the
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Commonweal th Parlianent. |t has accounting
responsibilities and so on.

But the devel opnment of the Australian research
system of course, is related very nuch to the research
culture, legislation, history and external influences.

I think when we start |ooking at research ethics in
different countries, we can see |lots of parallels but I
suspect that nost of the individual stories are quite
aut ocht honous. They are quite uni que to individual
countries because, as in your country, as | tried to
say in the paper, you had sone specific revel ations
about inpropriety in research, particularly the
revel ati ons about Professor Beecher. W have had no
such dramati c watershed event in our devel opnent so
have tried in the paper to spell out sone of those
nuances of the way in which the Australian system has
devel oped.

Per haps nost significantly, we have actually
tested the devel opnent of a national body from 1989 to
1991, a body called the National Bioethics Consultative
Conmittee, which was briefed to give advice on matters
of reproductive technol ogy.

That was a very short-lived experinent but |
think it later devel oped into a conbi nation of the

Nat i onal Bioethics Commttee with a research ethics
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body within the National Health Medical Research
Counci |, which was called the Medical Research Ethics
Comm t t ee.

| apol ogize for the terrible nunber of
acronyns and descriptions but these two bodi es cane
toget her and eventually formed our National Australian
Health Ethics Commttee. And | think that particul ar
fl ow suggests strongly that | think we can transpl ant
the Australian Governnment to places such as California
where | think it, in fact, has been actually
transpl anted but, of course, all transplants require
consi derabl e pruning to make them suitable for

conditions. There are differences.

Well, that is, | hope, a useful summary of the

roles of the Research Ethics Commttee and Australian
Health Ethics Comm ttee.

| think the second maj or characteristic that
may be of sone interest to the NBACis the recent
devel opnent of a national statenent on ethical conduct
in research involving humans.

The Australian National Health Medical
Research Council was one of the first governnent or
first organizations to formally introduce a code of
research practice within Australia follow ng the |ead

of the Declaration of Helsinki in 1965. W have had a
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statenent operating right through since 1967.

For a variety of reasons, which are devel oped
in the paper and | certainly shan't go into it now,
there was a novenent during the 1990's, which really
culmnated in a reference fromthe Commonweal th
M ni ster because the Mnister can brief the Australian
Health Ethics Commttee so there is a political
connection there to say, "W would |like you to review
the old statement on research ethics.” It was called
"The Statenent of Human Experinentation.”

We conducted a public consultation and | think
that is sonmething which | am sure the nenbers of the
public present with you in your deliberations would be
interested in and | hope that NBAC wi || be interested
to know that we are required under the terns of the
Act, that is the National Health Medical Research
Council Act, to carry out two stages of public
consul tation

At stage one we advertise our intention to
revi ew the guidelines on research ethics and we receive
publ i ¢ subm ssi ons.

Once we have very carefully anal yzed,
assi m| ated, anended, discussed, incorporated those
comments into a draft set of guidelines, we are then

requi red as a second stage consultation to represent
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t hose gui delines for public corment so that, as it
were, there can be no suspicion that the Australian
Heal th Ethics Comm ttee has devel oped the guidelines

t hensel ves in the AHEC, excapitalitive (sic) statenents
are to be prevented.

So fromthat extensive two-year public
consul tation we produced the new national statenent.

It is a conprehensive statenment covering all research
on humans.

So the very first point inrelation to this
nati onal statenent is that we have a very conprehensive
view of what is neant by research. It goes beyond
experinmentation in a nedical setting. It is intended
to cover all research invol ving humans, i ncluding
heal t h research, psychol ogi cal research, or other forns
of social science research invol ving humans.

VW were not prepared to say that there should
be sone neat |line of what m ght be cal |l ed dangerous
research and experinentati on where the protections
apply as opposed to other forns of research where there
may be harm i nvol ved.

| think particularly in the case of harm |
t hi nk nowadays we think in terns of privacy as being an
I mportant conponent in our comunity. | think we al so

bel i eve that there are obligations of researchers in
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the way in which they conduct the research and the way
that they interact wth the community, which | think
requl RBs hi gh standards to be said.

So there is a nunber of comments which I have
made within the paper, which again | will not reiterate
here, explaining why we went for this w der definition
of research

Secondly, we have, as | nentioned earlier,
tried to research the great responsibilities on
researchers. | think we have becone concerned with the
-- wWith a viewthat all ethical review was conducted by
ethics commttees. Ethics conmttees are not police
peopl e. They are not the police. They have not got
the resources to go around checking every single
proj ect .

Rather, we -- in an article which | wote with
a colleague we tried to conpare themto the
firefighters. Wen you want the comunity to take a
responsibility, the research community to take a
responsibility, and when there is an instance which
occurs then the ethics conmttee shoul d have the
capacity to respond to address that difficulty. So we
have got a very strong view that the researchers have
to be rem nded constantly that their professional

associ ations, their professional standards matter very
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much, 1 ndeed.

Thirdly, we have | ooked at the interaction
bet ween the public and private sector. | think as in
the States, Australia in its public arena is very
heavily regulated. It is not possible to conduct
research with public funding wthout ethics commttee
approval. In sinple terns, from 1967, the najor
fundi ng body, the National Health Medical Research
Council, made it a condition of receipt of public funds
that the project was approved by an ethics commttee.

Over the | ast decade, other public funding
bodi es have followed suit. So essentially the public
area is entirely regulated by ethics review systens.

There has, however, been a feeling that the
public -- the public protection -- sorry, the public
coverage of publicly funded research does not conpare
favorably with the private sector

What we have noticed is that we have not
recommended any federal legislation at this stage to
cover private institutions because we have actually
found out through public consultation that for a
vari ety of reasons many, if not nost, of the private
Institutions are, in fact, conplying voluntarily
t hrough self-regulation with the national statenent.

The first reason, of course, is that many
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private institutions receive public funding. They are
not sinply entirely privately funded.

Secondl y, because there is no required
standard nationally for the review of publicly funded
research that is setting the benchmark and nmany of
those private institutions are being legally advised
that they opt sort of best practice standard so that if
there was any untoward occurrence within the privately
funded institution they could show that they were
foll owi ng best practice standards, which is of course
in the public arena.

And then, thirdly, we are finding that sonme of
our regulatory authorities such as the Therapeutic
Goods Adm nistration, that is a Commonweal th body which
| ooks after clinical trials and the approval of drugs,
t hey thensel ves are publishing internal directions
whi ch are saying you have to have ethical review

So in the private area, the hybrid system
which | referred to, is drawing the private
organi zations in them

Vell, the fourth aspect, | think, of our
national statenent -- and | am conscious that | was to
have ten mnutes and | amway over tine.

PROFESSOR CHARO Not to worry. It is very

I nteresting.
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PROFESSOR CHALMERS: (kay. Let ne just try
and highlight just a couple of nore. W have al so got
a much wider definition of vul nerable categories of
patients. | think until 1992 we still pursued the idea
of vulnerable within a nedical research environnent.

The focus was primarily on the subject or the
participants thensel ves. Wre they unconscious? Wre
they of a young age, et cetera? W have tried to
extend the concept of vulnerability to situational
vul nerability, that it is not sinply that the subject
I's vul nerabl e per se because of particular limtations.

There are sone circunstances such as intensive care,
term nal care patients, and so on that can because of
the nature of the situation in which they find
t hensel ves be particularly vul nerable and we have tried
to set up sone additional consultations and
requi rements for consideration by these commttees
which mght try to address that situation

W have al so within the docunent included for
the first tine some sections on human tissue, which |
think is a particularly sensitive area nowadays. |
t hi nk the bl ocks of human frozen material which are
kept in hospitals and research centers, | think there
Is now a greater concern fromthe public about the

sanpl es which are retai ned because of the capacity of
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t hose sanples to divul ge genetic information.

So we have tried to set up sone new gui del i nes
about the care, use and research on human tissue and we
al so have a new set of sections on human genetic
research, which | think nmay be of sone nobdest interest
to your committee.

Overall, we tried to take a very significant
step forward in the way in which I think research is
| ooked at. | do not think it is something now within
Austral i an which shoul d be considered contained within
hospital s and nedi cal research centers. It is an
activity which is carried out which involves and
I mpacts humans and, as such, | think it is very
I nportant that very high standards are observed.

In the future, | noticed fromthe draft paper
whi ch you have circulated to nme of your lightly chapter
headi ngs, that you are also, | think, considering very
much the types of matters which we | ooked at over the
| ast coupl e of years.

But | noticed with interest that you are
| ooki ng to ask sone questions about the overall system
in the future. For exanple, you are asking questions
about centralized or regional ethics review Should we
have every single research project carried out in an

institution re-evaluated and revi ewed agai n by anot her
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IRB? Well, we again have tried to nake sonme suggestion
that the system of individual consideration of ethics
review by an institution should give way to the
possibility in sone cases of multi-center research
bei ng able to be considered by one single institution.

And, finally, | noticed that you are thinking
about accreditation. During our |last review of the
statenent | think there were a nunber of comments from
communi ty organi zati ons which said that essentially
accreditation should be introduced. | wll be very
surprised if in the next peri-enniumthe AHEC will not
be required to really give very serious consideration
to that because | think our systemof |icensing, I
think, is one of those conditions which | think -- as
part of the public accountability is probably quite
necessary.

Look, | think | should stop there because | am
sure that the Conm ssioners may have sone particul ar
guestions and | amconscious that | have gone way over
ny time and | hope that is hel pful.

PROFESSOR CHARO  That was very hel pful
Thank you very nmuch. And | would like to open it up to
questions from nenbers of the Conm ssi on.

JimChildress first, and | amsinply going to

rem nd everybody that it may be necessary to speak very
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close to the mcrophone to facilitate conmunication.

DR CHI LDRESS. Thanks very nuch for that nost
hel pful presentation. You have indicated sone changes
that are being considered. | guess | would ask one
gquestion. Are there particul ar weaknesses in the
systemas you see it that you would like to identify
and warn us about?

PROFESSOR CHALMERS: Oh, thank you. Well, |
have tried to just very briefly hint at those and |
made a start. | think one of the first criticisns
whi ch has nmade -- can you hear ne clearly?

PROFESSOR CHARO W can hear you clearly.

PROFESSOR CHALMERS: Good. | think one of the
maj or criticisns which is nade is the failure of the
systemto have adequate sanctions. |If there was to be
i mpropriety in research, what are the powers within the
systemto actually sanction nonconpliance? That is a
di fficult question.

Formal ly, the only sanction which is avail able
within the NHVRC structure is the wthdrawal of
funding. That has been threatened on a nunber of
occasions. There have been full investigations and |
assure you that major institutions take it very
seriously, indeed, and respond very quickly.

But the question is what woul d happen if it
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was a snaller organization that does not bother through
Its annual conpliance report to actually let the AHEC
know that there has, in fact, been sonme error or sone
nonconpl i ance in the procedures.

| think at this stage that has not been seen
within the systemby the researchers or the
institutions or the AHEC as a first order priority but
I think it is something which we are very consci ous
that the public subm ssions, which we receive, often
center on this. |f sonmething goes wong, how do we
know that there are going to be effective sanctions
carried out?

Now we do know that in a hybrid system |Iike
Australia, the individual research participant has the
capacity to sue the institution and certainly there is
references to sone of the American witing on that
point. W know that the NHVRC has the power to
w t hdraw fundi ng. Secondly, the NHVRC through its
annual report could nmake critical conment to the
Par | i ament .

Fourthly, we have -- because of our m xed --
and it is often called the "wash-mnister system" we
have a | ower house in the Conmmonweal th, which is
directly based on the Westm nster House of Commons, but

our Federal Senate was directly copied from your
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Anerican Senate with all the investigatory powers that
I nstitution possesses.

So there is also the possibility of
I nvestigations through the various standing commttees
of the Senate, and that has actually happened on a few
occasi ons where the Senate Estinmates Conmttee has
rather rigorously questioned the AHEC about aspects of
its work and aspects of the Institutional Ethics
Conmi t t ees.

But, overall, that is sonething which
together, | believe, there is a reasonably effective
sanctioni ng systemand we woul d al so say that the way
in which research ethics operates it should not end
| oaded on sanctions. It really should be forcefully
primarily based on a conpliance, which is focusing on
hi gh research ethics by the researchers and by very
ri gorous consideration by the ethics conmttees.

| do not know if that is nmuch of a help as an
answer .

DR CH LDRESS: Thank you.

PROFESSOR CHARO. O her Conmi ssi oner comments?

Al ex?
PROFESSOR CAPRON:  Don, this is Al ex Capron.
PROFESSOR CHALMERS: Hel |l o, Al ex.
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PROFESSOR CAPRON: | wanted just to get a
little clearer on several of the points you nmake about
the hybrid nature of your system In your report you
descri be under the heading of accountability that the
ARECs are also required to report annually to the
NHVRC.

PROFESSOR CHALMERS:  Yes.

PROFESSOR CAPRON.  And | gather that these
reports contain information about the nunber of
protocol s that have been approved and can you tell us a
little bit nore about what is in that reporting system
you have?

PROFESSOR CHALMERS:  Well, | think it really
| eads on fromthe question which you have asked. That
was al ways seen as one of the weaknesses of the AHEC
that all we had was a very mninmal annual reporting
essentially about nenbership, nunber of protocols. It
was facts and figures. Any difficulties wth the
operation of the privacy guidelines, specifically
wi thin Conmonweal th | egislation and so on, that has
altered over the | ast two years.

VW now have a far nore detail ed set of
gquestions. | think there is now about 50 questions.
Much nore specific coments about the research. W

al so ask them now about the way in which the research
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is being nonitored. W also try to anal yze the nunber
of protocols which they are actually covering by multi-
center research

So we are trying to build up a far nore
conpr ehensi ve dat abase about what the conmittees are
actually doing as well as, of course, the secondary and
| egal requirenent of having a proper report fromthem
that they are actually conpliant w th nmenbership
procedures and so on.

| call it hybrid because there is no forma
| egal requirenent on human research ethics conmttees
to carry out that report. Rather the National Health
and Medi cal Research Council Act through its provisions
requl RBs the AHEC to | ook after and supervise, is the
word which is used, the system

So this reporting which was originally
voluntary and self-regul atory has now cone under the
general unbrella of the statute and the second way in
which it now operates, of course, is that the national
statenent in section principles nunber two has very
detail ed requirenents nmuch closer to your |IRB
regul ati ons, mght | say, about the kinds of procedures
that have to be carried out by the commttee.

And one of those principles is nowwthin the

nati onal statenment a requirenent to report. Those
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reports are then, in turn, amalgamated -- that is the
200 ethics conmttee reports -- are anmal gamated into a
section within the annual report which goes to the
Parlianment, and it is that report which has fromti ne-
to-tine been the subject of exam nation and

I nvestigation by the Senate Standing Commttee on
Esti mat es.

If a Senator wants to find out what is
happening within the Institutional Ethics Commttees,

t he Human Research Ethics Commttees as they are now
called, that is the vehicle which is very effective
t hat when the budget is being allocated they can ask
all sorts of questions which are related to it.

So al though we do not have a national research
act, which formally sets up -- sorry, which
specifically inits sections nentions the reporting and
the types of reporting, rather what we have had is an
unbrel l a act which establishes an institution which has
prescribed in its national statenent a requirenent that
you actually have to fill in these reports.

So it probably adds up to exactly the sane
thing but in a rather round about way and so | think it
Is better to describe it as a hybrid system because
otherwi se the intent to go around | ooking for the

specific section in a specific act but this rather
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tortuous and ill-defined way of finding out how the
syst em oper at es.

PROFESSOR CAPRON:  Well, | would say in sone
ways actually that your description of what you are
calling a hybrid is very simlar to our own, the
Nati onal Research Act on this particular point is very
brief. It is a few sentences vis-a-vis the Protection
of Human Subjects and we have the Common Rule and all
the other parts of the Eederal Register fromthe
different agencies that fill in.

But what strikes ne as interesting is that
while you make it sound |ike a very nodest system and
in away we are contrasting it, | think, with what you
took to be a nore regulatory system we really do not
have in our present requirenents fromthe Federal
Research O fices anything conparable to that annua
reporting.

And | thought the other thing that was
I nteresting was your anal ogy of that process in
Australia and perhaps one could say also in the United
States to the Fire Departnent as opposed to the Police
Department where the Fire Departnent only responds when
there is a problemthat it becones evident froma
snoki ng situation, | guess, as opposed to a patrol man

on the beat who is out |ooking for problens.
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And in a certain way | amnot sure where the
anal ogy would fall but you nade reference to an
accreditation nodel which is certainly sonething that
sonme of us have been pushing here. Wuld you say that
falls somewhere outside the police and fire anal ogy or
does it cone --

PROFESSOR CHALMERS: Ch, no, | think
accreditation is absolutely within the fire nodel and I
should say that this is a personal view. | think it is
very odd that we have not actually gone the full weight
of all accreditation.

If I had to reflect again linking to the
guestion before about weaknesses, | think we have tried
to build in a nunber of ways in which the system ought
to have public accountability. | do not think in
public Iife we have any right to go around listening to
professionals telling us that we ought to be trusted
and so on.

| think in research we have to justify the
research is in the public interest and | think when we
set up systens of accountability we should be able to
go openly to the public and say this is how you can
actually navigate through it to see that the research
I's being conducted in your interest.

One of those which always strikes ne as very
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odd is that we have still institutions which can wite
to the AHEC and request that they set up a systemof a
Human Research Ethics Conmmttee.

Over the last five years, and this is
sonmet hing which | have tried to say a little bit in the
paper, the regul atory atnosphere has changed.

AHEC does not have the power to refuse
registration. Now that is the word | have used. There
is no reference to it but because you have got to send
In a conpliance report, we have, in fact, said, "Well,
you have to register with us so that you can receive
i nformation, guidelines and so on."

So there has been, as it were, an assunption
of authority by the AHEC, which, in fact, is not
actually enjoyed, and I would have hoped that one day
we could go further and actually go through a formal
accreditation process, which would require presentation
of the various terns and conditions, paperwork, systens
of recording, the nenbership and so on.

VW have various comments within the national
st at enent about independence, about |ack of conflict of
Interest, but how are we to actually prove that that is
actually being seriously carried out?

W al so have fromtine-to-tine, and certainly

over the last few years, a nunber of occasions where
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smal | associations wishing to carry out what mght be
descri bed as novel work, have witten to us to say,
"Why can't we just sinply set up our own ethics
conmttee?" You later find out that this is, in fact,
not an institution at all. It is a group of

prof essi onal doctors who want to try and carry out a
procedure and fortunately we have always witten back
and say, "Well, no, the -- it is an institution which
conducts the work and you should, in fact, nowtry and
present your work to sone other established ethics
commttee.” But we do know that fromtinme-to-tine --
this is anecdotal about small clinical trials which
have been conducted on a rather small scale.

So at the bottomlevel | think the good ethics
commttees in this country or in Australia are very
fine indeed. They have been operating for many, many
years. They are well-resourced. They are well
advi sed. They have nenbers who are not paid. They
give up their tine voluntarily. They read and work
t hrough it.

But as you work through the system as | have
tried to discretely state in the docunent, there are
variations within the system

By the way, Alex, just because an ethics

commttee is small -- for exanple, the National Red
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Cross has a committee which only | ooks at a few
protocol s each year but because of the sensitivity of
such thing as the quality of the blood and Al DS i ssues,
It was decided that that specialist commttee shoul d
really | ook and build up a professional know edge in
that area

So it is not being small but it is the |evel
of what | would describe as prove-able
di sinterestedness that | think | sonetinmes am concerned
about and | think accreditationis -- | nean, | really
do think as a public systemit is -- inevitably it is
going to happen, | think, in Australia.

PROFESSOR CHARO. Donald, Eric Cassell is
going to ask you the next question but |I would like, if
| may, just to ask for one quick clarification on the
accredi tation di scussion

Specifically, you have tal ked so far about
accreditation of the ethics review bodies as a
successor to the current registration system Has
t here ever been discussion in Australia about
accreditation or licensing of individual investigators
as a precondition to actually enrolling human subjects?

PROFESSOR CHALMERS: No, that has not cone up
as yet. | have tried to point out a little bit in the

paper. W are a nuch smaller country with
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concentrations of major research in three of the
capital cities, that is mainly in Ml bourne, then
Sidney and Brisbane, in that order, although if | was
in Australia | would never dare to say such a thing.

(Laughter.)

PROFESSOR CHALMERS: And because of that |
think there really has al ways been institutional and
research and know edge of others, and | do not believe
at this stage that we have really seriously tal ked
about that.

There has been, for exanple -- let ne give you
a couple of exanples. A few years ago we were being
bullied. This -- 1 think | better be alittle bit
cautionary about ny remarks. W were being -- no, we
were being bullied by --

(Laughter.)

PROFESSOR CHALMERS: -- a coupl e of
researchers that wanted to conduct sone
xenotranspl antati on procedures. As you know, in your
country and in the interimxenotranspl antation
authority in the U K, there are interimguidelines
whi ch are operating. W w shed at the AHEC not to
proceed to even interimaguidelines until we were
satisfied of the safety. There had been a whol e series

of really quite disturbing articles in Nature and



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

386

Science which really encouraged our commttee to say we
want ed the best possible scientific advice before going
forward

These particul ar researchers were, in fact, at
one stage considering conducting the work thensel ves.

It turned out, of course, that |awers told themthat
they would not permt the institution to conduct the
work unless it was according to guidelines.

W had not produced any so they were caught
and that was an exanple where the researchers
t hensel ves -- we were being told informally by two or
three other people in the field that they would not be
consi dered as very experienced in those procedures.

So | think there are probably sone cases in
which | think the accreditation of researchers m ght be
useful but | do not think that that has been really
seriously considered as yet.

| think the second thing | would say is apart
fromresearchers knowi ng each other, | think there have
been a nunber of the professional associations who have
been very hel pful.

One of the things which | hope the national
statenent has done, apart from being conprehensive, it
has also, as it were, becone the focus where other

organi zations are now canceling their statenments and
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actually now referring to the national statenent.

Let me give you an exanple. The Australia
Psychol ogi cal Soci ety has decided not to proceed with
their own guidelines as a review but sinply to
acknowl edge and endorse the national statenent which we
have.

| think in setting standards | hope the
nati onal statenent is becom ng a benchmark for, as it
were, bringing other organizations up to -- well, |
think it is rather arrogant to say up to scratch but up
to what we believe are prescribed high standards.

PROFESSOR CHARO  Thank you. Sorry.

PROFESSOR CHALMERS: So the answer is, no, we
have not really had a serious discussion. There has
only been a few exanples of that.

PROFESSOR CHARO  Thank you.

Eric Cassell?

DR CASSELL: Professor Chal ners, many peopl e
in our IRB systemconplain that they are so over | oaded
wi th bureaucratic details and paperwork on m nor issues
that they feel thensel ves short changing the nore
serious ethical review that cone before them and does a
simlar conplaint cone fromyour ethics conmttees?

PROFESSOR CHALMERS: Well, | think in the

paper | actually quoted your Ofice of Research for
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saying that we are doing too nuch, too little -- with
too little resources.

Yes, | believe that is exactly the conplaint,
I think, which has been heard internationally with
ethics commttees. By and large, they started off
doing a few protocols. Then as institutions becane
nore conscious of their Iegal and ethical
responsibilities, | actually think it has been nore
| egal |y pushed than ethically, nore and nore protocols
are in place.

W have tried in our national statenent to say
that we would follow -- and we took the lead fromthe
United States -- the system of expedited review |
think the ethics commttees should not sinply be given
nore resources and becone a great bureaucratic tool.

Because rather if we believe that the majority
of researchers are conpliant and being responsi bl e then
| think what we woul d hope to do is through a nunber of
strategi es over the next years is try to inprove and
assist the ethics commttees in their job. One, we are
trying to produce a manual which will actually be a
runni ng comentary on the national statenent, which
shoul d gi ve hopefully sound advi ce about the way in
whi ch the statenent should operate in practice.

Secondly, we are saying that the commttees
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shoul d be | ooking at expedited review of particular |ow
ri sk research which is being presented for approva
primarily for the function of receiving the funding.

Thirdly, we are trying to say and we do say in
various parts of the national statenent that the
commttee should, in fact, try to -- and | believe you
are doing it in your work -- try to focus on what we
mean by risk, try to becone smarter and nore
i nformati ve about what we think as a risk so the major
anmount of tinme should be spent on those particul ar
proj ect s.

Fourthly, we have tried to say that the
comm ttees shoul d not be spending, as they often do,
| arge anounts of their tinme worrying about the science.

Institutions have really got to be nore effective in

gi ving sound scientific clearance to the project and
t hen, hopefully, the ethics commttee will not be
spending quite so nuch tinme worrying about the science,
al though we did not accept in our national statenent
the principle that there is sonme neat divide between
the science and the ethics. | think that is
m sconcei ved.

And, fifthly, we have tried to say that the
di scussions, which are frequently from many pi eces of

advi ce we receive through the public consultation,
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devoted to editorializing and i nproving the grammar of
consent forns really has again got to try to focus not
on the wording of the docunents but on the principles
underlying it.

Realistically | think you will probably see
that these are strategies, which if they are not
fulfilled then if we have to revisit this in a few
years, then | think that there will have to be further
advi ce.

But one of the other -- sorry, the sixth
thing. | have just forgotten. Milti-center research

W are fairly sure that there is a | arge anmount of
time spent by ethics commttees reviewi ng again a
proj ect which has al ready been presented at anot her
maj or institution.

By far the worst case scenario was a geriatric
study at 96 institutions in Australia and New Zeal and,
whi ch the researcher conplained -- went through sone 96
di fferent processes and took two years to receive al
t he approval s.

Vell, | nmean, obviously an institution nust be
responsi ble for reviewing projects but if you have the
clearance froma very well established, well-recognized
and effective ethics conmttee, then that nay be one

whi ch could be given ratification by expedited review
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| hope that hel ps. Does that answer your
questi on?

PROFESSOR CHARO | think that was very
hel pful . Thank you.

D ane Scott-Jones would be next. Thank you.

DR SCOTT-JONES. | have a question about
research on --

PROFESSOR CHALMERS: | amsorry. Could you
just speak up slightly?

DR SCOIT-JONES: Ckay. | will --

PROFESSOR CHALMERS: Thank you. Thank you.

DR SCOTT-JONES: | have a question about your
statenment on research on collectivities.

PROFESSOR CHALMERS:  Yes.

DR SCOTT-JONES:. You tell us that your
nati onal statenment requl RBs that there be a consent by
the collectivities that are recognized legally in your
country and I was wondering if you could say what the
experi ence has been with this particul ar aspect of your
nati onal statenent and then also could you say a little
bit about -- alittle bit nore about the research with
aborigi nal people that is also nentioned in this sane
part of your docunent?

PROFESSOR CHALMERS: (Good. Thank you.

You have actually raised what | think is one
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of the failures of the docunent at this stage.

Very briefly, we had an interimseries of
gui del i nes passed in 1992, which are the Aboriginal
Torre Strait |Islanders Quidelines for Research. During
the public consultation there was a vi ew expressed t hat
t hese gui del i nes required updating.

W | ooked and saw i n the Canadi an st at enent
what we thought was a very good contribution to the
concept of collectivity, which would in a nulti-
cultural country such as Autralia, with very diverse
religious groups, particularly very many different
nationalities who have cone to settle in Australi a,
with very different cultural observances, that we are
very conscious that when conducting research in -- |
mean, questions of a sexual nature from one group nay
cause no concern but in another group could be deeply
of fensive and insulting.

But the idea of the collectivity that you
woul d not sinply be collecting individual consent.
Consent, which also mght be tainted wth the fact that
peopl e are just politely saying yes but, in fact, they
want to say no. Al sorts of difficulties. e
t hought the collectivity was hopeful |y sonethi ng which
coul d be conprehensively appli ed.

Unfortunately, | have to confess that -- | can
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provide a further bit of particulars if you require it
-- when we cane to the second stage consul tation, and
that is when we have actually produced the draft
gui delines and circul ated those, then a | arge nunber of
t he abori gi nal organi zations -- because al t hough there
I's sone peak (sic) bodies, each of the states may al so
have a body and then there are different |and councils
and so on. So there is no single point of entry to the
aboriginal Torres Strait Islands advice and we really
unfortunately received the full spread of advice about
collectivity.

Sonme groups saying that this was a
consi derabl e advance in the way in which the Abori gi nal
Torres Strait |slander peoples were to be consi dered,
not in isolation but as part of the community.

In the mddle I think there were some which
said, "Well, what was really wong with the old
gui delines. They seened to have worked pretty well.
There has never been any difficulties even although
they were interimand never formally passed by the peak

abori gi nal bodi es. They have operated -- To ot hers,
who | think found it absol utely unacceptabl e and one or
two groups particularly were -- well, very critical,

I ndeed, of that.

And because of that we were really left with
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no option but to withdraw the -- sorry, we kept the
collectivity generally but we had to reinsert Section
9, which kept in force the interimguidelines.

So | would actually say that we had -- | would
not venture to give any advice to you about that. |
woul d say rather that it is a cautionary tal e about
bei ng even nore assiduous in consultation.

| have often found that there seens to be one
i nvari abl e rul e about public consultation when you are
asked the question how nuch public consultation should
you do. The answer is always a bit nore than you
actually did and I amafraid we did not -- well,
personally it was one of ny disappointnents during the
process. But | ampleased to say that the di scussions
are goi ng on and during the next perineumthere will be
revi sed guidelines but there will be specifically, I
t hi nk, now for the Aboriginal Torre Strait |slanders
conmuni ti es.

PROFESSOR CHARO W have got a little over
ten mnutes left for discussion if we kind of keep
according to our revised schedule here. | have Al ex
and nyself on the |ist of people who have questions.
Are there other people who at this tinme have questions,
let me ask first? Al right.

Let me turn to Alex for the next question
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t hen.

PROFESSOR CAPRON:  Don, what you provided us
was extrenely conprehensive. 1In the printout of the
el ectroni c docunent that | received fromNBAC, it runs
wel | over 100 pages. And | would like, therefore, just
to highlight a couple of points for the record and see
I f you have anything to underline on them

And | do so because | was struck by the ways
i n which your experience seens so close to our own and
| amsure this will give you insights then on what we
shoul d be doi ng.

On what is page 82 on the way it printed out
for me, but I do not have any reason to think it wll
be 82 for anybody el se, but you state the followng in
tal ki ng about the issue of voluntary conpliance:

"On the other hand, private conpanies are
essentially conplying voluntarily."” You are referring
here to conplying wth the national statenent on
ethical conduct. "If they wish to access public funds
they are required to conply. |In addition, many private
conpani es conply because they are conducting the
research in public institutions. Finally, many private
conpani es conply because approval by a regi stered AHEC
I's considered a prudent step in reducing risks."

Had you been here with us in the prior hour,
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we -- | asked this question of the two representatives
of private conpanies or private trade associ ations and
got essentially that answer fromthemas to why they
and ot her nmaj or conpanies, they believe, would conply.
You go on to note sonething el se, which
think is inmportant. You say, "For this and ot her

reasons --" this is on page 83 again if it is your page
83 or not -- "For this and other reasons it was nore
appropriate to consider a single research code.
Simlarly a researcher has a nunber of common
obligations and ethical duties to the research

partici pant, which are comobn to research generally."

And this notion of universality, regardl ess of
t he sponsorship, is sonething which | believe is
energing in our own country.

And yet you note later on in your comments
that "it is not clear whether the voluntary conpliance
W ll continue" and this is really the point that |
wanted to ask you to el aborate on because you do not go
into it.

Are there particular things that are formng a
di sincentive or driving a wedge between the nationa
statenent and the actions of private research sponsors

that are not covered by public rul es?

PROFESSOR CHALMERS: Well, | was trying to
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stay very conscious of the tine and what | amreferring
to there -- no, | amhoping that the national statenent
over the next three to five years actually becones the
benchmar k that people nove into, that it becones, as it
were, the beacon that people see that the noves which
have taken place over recent years continue.

You wi Il renmenber sone of the early work which
you did on the question is a human research ethics
commttee legally liable. Nobody has ever thought
about it.

PROFESSOR CAPRON:  Right .

PROFESSOR CHALMERS: The | egal environnent of
research ethics has changed fundanental ly. People
realize they are involved in a process which is not
amateurish. It is not entirely voluntary. It has
| egal consequences. So that, | think, is sonething
whi ch the private sector understands very clearly,

I ndeed, which is if we are going to get ourselves sued,
ri sk managenent.

What | was referring to rather was not that
the national statenent is not being conplied with. |
believe that if you want to do sonething which is
ethically questionable in Australia, you just sinply
pack your bags and you go sonewhere el se.

For exanple, we know that the research which
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has been conducted on enbryonic stemcells, there are a
coupl e of very conpetent research teans in Australi a.
They are doing that work in Singapore. It is just a
short flight away. Because they could not because of
research ethics clearance or legislation do that work
in either South Australia or Victoria.

This is the thing which | believe is
absolutely critical, | think, in the future that we do
not create research havens. | think the conprehensive
national statenents should be consistent with
conprehensive international statenments because it is
just very easy just to pack your bags and go sonewhere
el se.

| believe, for exanple, sone of the ART work,
whi ch was not being allowed in Ml bourne, | think was
originally being allowed to be done by the sane
company. | think it was either in -- 1 think it was in
Los Angel es because of different regulations. That is
what | was referring to.

No, | am hoping the national statenment wll,
in fact, be advancing the standard setting.

PROFESSOR CAPRON: Wl |, thank you very much

I know that we have all benefitted since we are
sitting here on Monday afternoon getting advice from

someone on Tuesday.
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(Laughter.)

PROFESSOR CAPRON: | al so have to thank you
for using the word "autochthonous" in a sentence.

(Laughter.)

PROFESSOR CHALMERS: Ch, sorry. It is rather
early here. It nust have been the tea.

(Laughter.)

PROFESSOR CHARO. Donald, it is Alta Charo
again. 1In some ways follow ng on fromyour conments
j ust now about the research going on in Singapore, |
wanted to ask you about two details in the Australian
system The first has to do with international or
transnati onal research

You nentioned in your paper that currently the
| deas that researchers would follow donestic rules as
well as the local rules in the host country shoul d they
be doi ng research abroad.

As you probably know, we are working on a
report that has to do with U S. researchers doing
col | aborati ve research aborad, and we have identified a
nunber of situations where |local rules or |ocal custons
in a host country mght actually conflict wth the
norns of research that are operating donestically. It
can have to do with individualized consent versus

consent that is contingent upon or given by others,
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husbands, village | eaders, et cetera.

It can have to do with the notion of what
constitutes a vul nerabl e popul ati on and the speci al
rules that apply. It can have to do with notions of
conpetence. Certainly there are |lots of procedural
variations on how one assures and docunents these
t hi ngs.

To what extent has AHEC gone into sone detail
about howit will inplenent its goal of being sensitive
to both Australian and host country norns?

PROFESSOR CHALMERS: Well, thank you. That is
actually one of the sentences which was in its earlier
draft much longer. It was one of those sentences, the
principle of conpliance both in the host as well as the
fundi ng country, where we were accused by certain
researchers as being rather naive. |In particular, you
will renmenber -- and | have included in the paper the
di scussion of the AZT trials in Africa.

PROFESSOR CHARO  Yes.

PROFESSOR CHALMERS: Were there was the | ower
dosage being used to see whether there could be an
avoi dance of the HV transmssion to the fetus. Were
sonme researchers were claimng that that scientific
proposition had not been tested and sinply because you

had best practice of a proven treatnment reginmen in
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France and the states did not preclude trying to
accommodat e a dosage that woul d have been affordable
and effective in Africa. Vell, I amnot convinced
about that but nevertheless | have covered that.

What we believe we shoul d be doing, therefore,
was to cut that down and at |east put that conpliance
statenment of recognizing that Australians do, do work
in Indonesia, in Malaysia, in the Sol onon |slands.

They are not doing much in Fiji at the nonment and New
Qui nea particularly. That being the case, it is there.

Secondly, we also believe that the conpliance
reports will now be anended to include requirenents
about the work -- you know, reporting of the work which
has been done overseas and any difficulties which are
encountered to start building up the know edge base
about those because we were quite famliar with the
fact that your country, the NIH as you know, funds
sonmething like nearly $20 billion worth of research and
quite a nunber of projects are funded by your country
in Australia. And those researchers, of course, have
got to be conpliant with your FDA rul es.

So there seens to be nothing wong with trying
to nove towards a high gold standard which shoul d
appl y.

Unfortunately, Alta, we have not got the
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capacity to answer what | think is an extraordi nary
difficult question which you are asking, which is once
you set that gold standard and we can now all sit back
in a bath of self-congratulation that we have actually
done what we should do, which is bring up standards.

VW have not answered what | think is the
extraordinarily difficult question which you are
aski ng, which of course sonme of the researchers in
Australia accused us of doing, which was failing to
recogni ze the fact that in sonme countries even a | ower
| evel of drug trials effectively at least is better
t han not hi ng.

| think that is -- as | have included in ny
paper under Section 6 -- | feel that is one of the
great questions, which | think, you know, is going to
be addressed over the next few years and | nust say
that | think NBAC has given great |eadership through
those summts and | think it is going to be back on the
agenda later on this year.

It is a big-- a very, very inportant issue
internationally and | think it is going to becone nore
I mportant.

PROFESSOR CHARO  Thank you

Donal d, ny |ast question -- and then I am

going to survey the Comm ssioners one last time if



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

403

anybody had any additional questions before we sign off

-- had to do with the definition of research, which | -

PROFESSOR CHALMERS:  Yes.

PROFESSOR CHARO -- was looking for in -- ny
printout cane to 106 gl ori ous pages. W have been
struggling wwth that in this report and struggling with
sonet hing that captures only those people we would |ike
to be protected by sone special set of rules and not
all others, especially as you | ook beyond the
bi onedi cal context and especially as you | ook beyond
the federally funded context.

What is the definition you are currently using
there to figure out what the scope of your jurisdiction
I's and that people out inthe field are using to figure
out whether or not they need to even go to one of your
revi ew bodi es?

PROFESSOR CHALMERS: Well, let ne say that we
-- | go around the other way. W have actually tried
to put a definition of research, which is w de and
conprehensive in covering all research on humans, quite
deliberately so, because if we can reflect on what |
said at the beginning, the growth of research ethics in
this country noved from experinentation to nedical

research generally, to health research, to research
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whi ch invol ved privacy and social science, and so on

And because of that nost of the institutions,
particularly the universities, have tended to put
research, which is not in the |ab but when you are out
t here even adm ni stering surveys, they have usually had
sone kind of a systemthat we should be asking is this
sonet hing which is properly respecting the privacy of
I ndi vi dual s.

And | hope you may find a nodest contribution
In our report to try and separate identified from
potentially identifiable fromde-identified because |
think internationally -- | think we are in a bit of
nmess the way we handl e data and the consequences
t her eof .

And in that respect we have tried to refl ect
that | think there is a nmuch nore responsible review
process goi ng on.

Now t hat may, of course, raise the worries of
t he questioner earlier but does that nean you are
heapi ng even nore work on? No, you may, in fact,
del egate the review to a departnent or sonebody el se
but research shoul d not be being conducted that is not
conplying with the national statenent.

So we have not really gone by defining and

then trying to fit research back in. Rather the
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statenent reflects what has been a growh of a fairly
wi de view of review

PROFESSOR CHARO  Thank you very nuch.

Let ne ask now if there are any other
questions from nmenbers of the Comm ssion?

Ckay. First, Donald Chal ners, thank you very,
very nmuch for taking tinme out fromyour vacation to
speak with us. It was very hel pful and quite
enj oyabl e.

PROFESSOR CHALMERS: Could I, in closing,

t hank you very much for the opportunity to speak with
you and I would -- | amconscience that this is, in
fact, being recorded. | would |ike to place sonething
on the record, if I may, as ny little sort of personal
conmment .

| have at one stage in the paper highlighted
what | hope is a need in your country to have sone
nati onal body. | think, as |I have said fromny
personal know edge, that the NBAC has been providi ng
I nternational |eadership by the holding of sunmts and
pl aci ng i nportant issues on to the international
agenda, particularly clinical trials.

In Australia, there has been a very fine
comment by one of our distinguished | awyers and

governor generals that said that the researchers shoul d
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be as active in their ethical imagination as their
scientific imagination.

| believe that if Anerica is giving great
scientific leadership, | think it is essential that it
equal |y undertake that responsibility for setting high
ethical standards. | think you have a very
di stingui shed history right fromthe Bel nont Report
t hrough the present Conm ssion to the work which you
are doing in NBAC

| think your work has been w dely acknow edged

and widely used in the Australian context. | do
encourage you to, | think, bring forth that wi sdom
t hrough sonme international -- sorry, sone national
body.

Thank you.

PROFESSOR CHARO Wl |, thank you. Thank you
very much for that, Professor Chalnmers. It is
flattering and since we are tal king about things on the
record | will note that we did not, in fact, pay you to
say that for us.

(Laughter.)

PROFESSOR CAPRON:  But our stenographer is now
taking it down in stone and engraving it for us.

(Laughter.)

PROFESSOR CHARO At this point | think we are
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going to bid farewell to Professor Chalners and | am

going to turn the m crophone over to Eric for any | ast

housekeepi ng details about tonight's departure and

t onmorrow norni ng' s begi nni ngs.

DR MESLIN. | know it has been a | ong and

very productive day. Thank you to all those who have

st ayed.

Donal d, thank you very much. Cheers.

PROFESSOR CHALMERS: Al the best.
DR MESLIN He said, "Al the best

." That i1s

kind of a Conmonwealth thing that we say to each ot her

There are a couple of things that have not

been attended to, just so that you are aware.

Ber ni e

Lo handed out a docunent that he and Ruth and Alice

have been working on. That will be picked up tonorrow,

that is to say discussed tonorrow. W are going to

make time during tonorrow afternoon's discussion. |

know sonme Conmi ssioners may be | eaving early

but j ust

to let you know our plan is to continue the discussion

of the oversight project tonorrow norning.

W are having a working lunch. That is why we

sent around a note to staff and Comm ssi oners. | am

letting the public know that a working |unch
the Comm ssioners are going to be eating whil

speaki ng and the Comm ssion neeting is still

nmeans t hat
e they are

goi ng on.
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That is when Chapter 3 is going to be discussed and
then we will nove into Chapter 4 and 5 tonorrow
af t ernoon before people bid adieu.

The only thing I would encourage you to do if
you have any tinme this evening is to read over Dr.
Shapiro's neno that he faxed earlier today. Suffice it
to say, he spent sone tinme over the weekend working on
that neno knowi ng that he would not be here and it
woul d be, | think, inappropriate to not take up sone of
t he points.

So | just sinply encourage you to take sone
time either tonight or tonorrow norning because we w |
return to it.

O her than that, | think sone dinner plans
have been nade. Staff can give you sone of those --
sone of that information

PROFESSOR CHARO Al right. W are adjourned
until tonmorrow norning at 8:00 a.m Thank you very
much.

(Whereupon, at 6:02 p.m, the proceedi ngs were

adj our ned.)

* * * * %
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